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RESULTS OF HYPOTENSIVE THERAPY IN 
ARTERIAL HYPERTENSION 


BASED ON EXPERIENCE WITH 497 PATIENTS TREATED AND 156 CONTROLS, OBSERVED 
FOR PERIODS OF ONE TO EIGHT YEARS 


J. V. HODGE, M.D., M.R.A.C.P. 
E. G. McQUEEN, M.B., F.R.A.C.P., M.R.C.P. 
AND 


Sir HORACE SMIRK, K.B.E., M.D., F.R.C.P. 
From the Department of Medicine, University of Otago, Dunedin, New Zealand 


The_ value of hypotensive drug treatment in malignant 
hypertension is now generally accepted, its effect having 
become obvious within a comparatively brief period by 
reason of the extremely poor prognosis in the untreated 
cases. The effects of treatment in less severe cases 
cannot be so readily assessed because of the slower rate 
of attrition amongst untreated cases. Sufficient time has 
now elapsed, however, to make it worth while to 
examine the progress of patients in the less severe 
categories as well as those with malignant hypertension. 
In the present report the results of treatment over 4 
period of eight years (1950-7) are reviewed. The fate of 
a control untreated series initiated at the same time is 
also reviewed. 


Material 
Of 805 patients investigated at the Dunedin Hospital 
Hypertension Clinic between January 1, 1950, and 


December 31, 1957, 646 patients were considered to be 
suitable for hypotensive therapy. Of these, 497 patients 
accepted treatment and have been maintained on 
treatment for from one to eight years—that is, up to 
December 31, 1958, or to the time of death. Eighty-two 
patients declined therapy for various reasons, largely 
because of the inconvenience of frequent attendance at 
the clinic or because of the side-effects that they had 
been warned they must expect. Few grade 4 cases were 
available as controls, and seven well-documented 
patients with malignant hypertension who had been 
admitted to the Dunedin Hospital prior to January 1, 
1950, were added to the list of controls, bringing the 
total number of patients who received no hypotensive 
therapy to 89. 

Additionally, there were 67 patients who received a 
period of treatment but were unwilling to continue with 
it. These have been considered as a separate series of 
controls, the date of stopping treatment being regarded 
as the start of the control period. The mean duration 
of therapy in those abandoning treatment was 16.6 + 14.3 
months. A more detailed analysis showed that the 
shorter the period. of treatment before becoming a 
control the higher was the mortality. Thus the mortality 
after ceasing treatment was 74% in those who had up to 


B/ 


six months’ treatment and then stopped, 50% in those 
who stopped after 7-12 months, 57% after 13-18 
months, 44% after 19-24 months, and 42% after 25 
months or more. 

In our analysis of results we have compared results 
in the treated with those in the complete control series 
(Charts 1, 3, and 5), but we have also made a comparison 
omitting the patients who received any form of therapy, 
thereby restricting the analysis to those who elected not 
to have treatment from the outset (Charts 2, 4, and 6). 


The annual intake of new patients has varied over the 
years. The number of controls available diminished 
during the period of observation (Table I). Distribution 
by sex is shown in Table Il. Among the 653 patients, 
females outnumber males in the ratio of nearly 2:1. 
The proportion of females is greater in the control than 
in the treated group. There were also slight differences 
in the two groups in respect of age (Tables III and IV). 


TaBLeE I.—Annual Intake of Patients Treated and Controls 
Pith esc HL ; 


[Faso 1980 | 1951 | | 1982 1953 | 1954| 1955 | 1956| 1957 | Total 





| 1950 | 
Controls.. | 7* er 26 | 22| 15| 24; 8! 121 156. 
Treated .: | “0 | 36] 39 73 | 73 | 65| 74| 59| 53| 497 











‘Total . | 7 | 67 | 85 84 al 80) 98 | 67) 65) 653 


| | 


* Additional ann t hypertensive controls studied before January I, 1950. 





TaBLe II.—Distribution of Males and Females Between Treated 
and i ontrol Groups 











| Control | Treated | Combined 

Female ..  .. |  115(73-7%) 303 (61°) 418 (64%) 
Male 3... | 41 (26-34%) 194 (39%) | 235 (36%) 
497 (100%) 653 (100%) 


! 


Total .. ae | 156* (100%) 





° A ae 7 malignant hypertensive control patients studied before January 
a 


TABLE It -—Age Grouping of Treated Patients _ G ontrols” 


| -20 | 20-29 | 30-39 | | 40-49 | 50- 59 | | 60-69 | 70+ |. Total 











Treated | 4 13 $4 | 138 | 176 | 103 | 
Control* | 0 3 ie PA aoe Ss” te Fe 10 136 


Total | 4 | 16 | 64 171 237 142 19 | 653 








Ms * Includes “additional 7 malignant “hypertensive control patients studied 
before January !, 1950. 
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TABLE 1V.—Average Age of Patients at the Time of Beginning 
Treatment or Being Accepted as Controls 





| Control Treated 
| Alive | Dead Alive | Dead 
No. of patients } | 74 | 82 343 | 154 


Average age on acceptance | 55:1 | 54:1 50-7 50-9 





The average age at the time of assessment was 54.5 years 
for the controls and 50.8 for the treated cases ; allowance 
has been made for this in the methods of analysis used. 
Table V shows the constitution of the two series in terms 
of the severity of the retinal changes—grading of Keith, 
Wagener, and Barker (1939). It can be seen that, as 
judged by retinal grading, a higher proportion of mild 
cases occurred in the controls than in the treated group. 
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Percentage mortality of treated hypertensives and controls. 
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We are not aware of any tendency for more severe cases 
within the retinal grades to be allotted to the control 
series. In fact, the reverse was probably the 
case, patients with more severe manifestations being 
particularly urged to accept treatment. 


The aim of therapy was to maintain the blood- 
pressure at as nearly normal levels as_ possible 
throughout the 24-hour day. The drugs used during the 
period 1950-7 included the ganglion-blocking agents 
hexamethonium (mainly parenterally), pentolinium, 
chlorisondamine, and mecamylamine (almost exclusively 
orally). During the latter half of the period these were 
supplemented in many cases by a rauwolfia alkaloid— 
reserpine, rescinnamine, or canescine. In a_ small 
number of cases one of these sufficed alone. 
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Duration of Observation and Sex 


As already mentioned, there was a relatively higher 
allocation of cases in the earlier years of the observation 
period to the control group, which consequently has a 
longer average period of exposure. Additionally, there 
was a difference in the constitution of the two series with 
regard to sex, there being a higher proportion of females 
among the control cases. This would tend to favour the 
latter because of the generally better prognosis for 
hypertension among females than among _ males. 
However, it is possible to take both these points into 
consideration by plotting the percentage survival at 
yearly intervals separately for the two sexes. 

Retinal Grading 

Table V indicates that, as judged by retinal grading, 
a higher proportion of mild cases occurred among the 
controls. This is allowed for by displaying the results 
for each grade separately in the Charts. The points in 


these graphs have been determined by the statistical 
method of Bradford Hill (1955). 

The mortality in relation to retinal grading and age 
is shown in Table V. Since that table takes no account 
of duration of observation from the time of acceptance, 
this must be considered in relation to Table VI, which 
TABLE WI.—Average Duration of Life in Patients Who Died and 

Average Duration of Period of Observation of Patients Who 


Survived (7 Patients of Uncertain Retinal Grading Excluded, 
Pure Controls and Changed Category Controls Both Included) 


Grade | Grade 2 Grade 3 
| Died | Surv. | Died | Surv. | Died | Surv. | Died | Surv. 


| Grade 4 


Controls: | | } | 
No.of patients | 3 | 17 | 43 | 45 18 7 is sg 














Average No. of | 


mon hs of 
observation 





| | 
| 14-0 | $7-7 | 27-6 | 54:7 | 19-0 | 67-3 3-1 | 37-0 
| | 

| 


Treated: 
68 |61 jist |48 | 71 |39 | 21 


No. of patients | 5 
Average No. of 


| 

mon hs of | | | 

observation | 31-6 | SI-1 | 29-6 | $49 | 25-0 | SI-1 | 267 | 56-2 
| | | 


shows the average duration of life in patients who died, 
and the average period of observation of the patients 
who survived in treated and control series, according to 
their fundal grading. 

Grade 4 Cases.—It can be seen that the mortality 
in retinal grade 4 cases was obviously diminished. The 
greater duration at risk of the treated patients lends 
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further significance to this observation. Of 30 grade 4 
patients in the treated series, 14 had survived five years. 
No grade IV patient in the control series survived as 
long as five years. The survival curves illustrated in 
Charts | and 2 show clearly the improved prognosis in 
grade 4 cases with treatment. In Chart 2 the results in 
treated patients are compared with controls who had no 
previous treatment. In Chart | the controls include a 
group of patients who stopped treatment against advice. 
Their control period is dated from the cessation of 
treatment. The results are the same in the two groups 
of controls. The treated series included eight patients 
admitted in a terminal state who were given treatment 
as a last resort. Furthermore, it includes others with 
considerable impairment of renal function, which also 
must have unfavourably influenced the mortality. Seven 
patients, in addition to the above, had non-protein 
nitrogen levels over 60 mg./100 ml. at the beginning 
of treatment. 


Grade 3 Cases—Among cases with grade 3 
retinopathy, comparing the treated with the whole series 
of grade 3 control cases, there is again an apparent 
lessening in mortality (Tables V and VI; Chart 3). 
However, when compared with only those control cases 
in which there had been no prior treatment (Chart 4), 
the difference is not obvious, and, in fact, results with 
grade 3 patients have been apparently less satisfactory 
than with grade 4 cases. Nevertheless, there is a sugges- 
tion that, with improvement in methods of treatment, 
the outlook for grade 3 patients might also improve. 
Whereas at the end of the first four years, 1950-3, we 
had 40% survivors, 60% survived the four-year period 
1954-7. During the latter period, grade 3 patients have 
been regarded therapeutically as seriously as grade 4. 
The Keith, Wagener, and Barker (1939) series of grade 
.3 controls showed a 20% survival at four years. 


Grade 2 Cases.—Of perhaps greatest interest was the 
comparison between treated and control patients in grade 
2. As shown in Table VI, the average exposure to risk 
among the surviving patients was 54.9 months in the 
treated series and 54.7 months in the controls. For the 
patients who died, it was 29.6 for treated patients and 27.6 
for controls. The equivalence of the periods of exposure 
to risk for grade 2 treated and control patients makes it 
possible to compare the grade 2 figures in Tables V and 
VI directly. There were 43 deaths among 88 controls 
(48.9%) and 61 deaths among 242 treated patients 


TaBLE V.—Mortality in Relation to Retinal Grading and Age (male and female) 


| } 
Grade 4 | Uncertain Grade All Grades Combined 

















| 
| Grade 1 Grade 2 | Grade 3 
Age* rae x 2 = ae eS “rr ] | ™ 
Died Survived Died Survived Died Survived | Died | Survived | Died | Survived | Died Survived 
Controls 
70+ 0 | 1 5 4 0 0 0 0 0 0 5 5 
60-69 0 | 1 11 10 6 4 1 0 5 1 23 16 
50-59 1 7 17 21 6 3 3 3 0 0 | 27 } 34 
40-49 1 5 7 8 6 0 5 0 0 1 19 | 14 
30-39 1 1 3 2 0 0 3 0 0 0 7 3 
20-29 0 | 2 0 0 0 0 1 0 0 0 1 2 
~-20 0 0 0 0 0 0 0 0 0 0 0 0 
Total | 3(15%) | 17 | 43(49%) | 45 | 8am | 7 ad 13 (81%) Meek Seek ee Le 14 
i | | | ! 
Treated 
704 0 1 | 2 2 3 1 0 0 0 0 5 4 
60-69 1 10 22 38 7 17 2 5 0 1 32 71 
50-59 } 2 21 19 71 19 25 13 a 0 1 53 122 
40-49 1 20 13 55 11 17 15 7 0 0 40 
30-39 | 1 10 3 14 6 10 7 3 0 0 17 37 
20-29 0 $ 2 1 1 1 1 1 1 0 5 8 
-20 | 0 1 | 0 0 1 0 1 1 0 0 2 2 
—_— - } | as } 
Total 5 (7%) 68 | 61 (25%) 181 | 48 (40%) | 71 | 39 (65%) 4 21 1 ' 2 | 154 | 343 


C/H 


* Age when investigated and accepted either for treatment or as a control. 


| | | 
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(25.2%). In each of the five decades where a comparison 
can be made the mortality was greater in the control 
group, but the number of patients was only sufficient to 
make the differences statistically significant in the decade 
50-59 (0.02>P>0.01). When, however, all ages from 30 
to 69 are combined, it is seen that 38 of 79 controls and 57 
out of 235 treated patients died. The overall decrease 
in mortality with hypotensive therapy in grade 2 is 
therefore highly significant (P<0.001). 

\Grade I Cases.—In grade | patients the number of 
deaths does not justify a comparison between the results 
in treated patients and those in controls. Out of 73 
treated patients 5 (6.8%) died as against 3 out of 20 
(15%) controls. 


Effect of Omitting Cases with Prior Treatment 

The question of whether it is justifiable to include as 
controls patients who abandoned treatment even after a 
very short time (changed category controls) is of 
some importance. In such cases the control period was 
counted as starting from the date of abandoning treat- 
ment. These cases, therefore, have had several months’ 
longer exposure to hypertension since diagnosis than 
the treated cases. In other respects there is no 
suggestion that they were significantly different in 


severity, and in grade 2 most patients have been 
followed for several years after they abandoned 
treatment. It will be seen in Charts | and 2 that the 


inclusion of changed category controls in Chart | makes 
no appreciable difference to the control survival curve 
for grade 4 patients. There is a slightly better survival 
during the control period for females who had a period 
of treatment before abandoning it (changed category 
controls) than for females who had no treatment. In 
grade 3 there is a considerable difference between pure 
and changed category controls, and the shapes of the 
curves are different. In years one to three there is very 
little difference between the treated grade 3 patients and 
the pure controls, whereas when changed category 
controls are included a difference. in survival is apparent. 
From the fourth to the eighth year a better survival in 
grade 3 treated patients than in controls is apparent in 
males and females whether all controls (Chart 3) or only 
pure controls (Chart 4) are used as the basis for 
comparison. 

Although there is an indication of improved survival 
in grade 3 patients on treatment, we are insufficiently 
confident of this group of controls to express an opinion 
on the extent to which this has taken place. It is of 
interest, however, that our complete series of controls 
corresponds approximately with the Keith, Wagener, 
and Barker (1939) series of grade 3 controls. 

In Charts 5 and 6 it can be seen that at six years 
among the males there were 21% survivors in the pure 
grade 2 controls and 29°, when changed category 
controls are included. Among the females at six years 
there were 55% survivors among the pure controls and 
46%, among the changed category controls. 

In either case, as is shown in the next section, the 
improvement in the treated grade 2 group is highly 
significant (P<0.001) whether all or only pure controls 
are used for comparison. 


Special Consideration of Grade 2 Patients 
There are enough patients in this group to make 
possible a Statistical comparison between the treated 
and the control series. The age difference between the 
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overall ages of treated and control series is obviated by 
considering only patients in the age groups 30-69. In 
this age range (males and females) there were 43 controls 
without an initial period of treatment, of whom 21 
died ; and 224 treated, of whom 51 died, a difference 
which is statistically significant (P<0.001). This con- 
firms a trend suggested in the early years of treatment 
(Smirk, 1954), when the difference in mortality had not 
achieved significance (0.10>P>0.05). 

A method by which it is possible to take into 
consideration all the important points of difference 
between the two series has been employed to make an 
even more precise analysis of the differences between 
the prognosis for grade 2 cases in the two series. This 
has been done by calculating the number of life-years 
lost by the controls as compared with treated patients 
during the period under observation. These have been 
expressed as percentages of the number of life-years 
during which the treated patients and controls have been 
under observation. Thus five persons under observation 
for five years represents 25 possible life-years ; if two 
die at three years they will each have lost two life-years, 
a total loss of four life-years, which as a percentage of 
25 is 16% loss. 

The results are set out for females in Table VII. The 
number of controls in males is insufficient to justify 
such detailed analysis but provides strong supporting 


TABLE VII.—Survival Times of Grade 2 Females (Including 
Controls who Changed Category)—Corrected to Same 
Exposure to Risk in Each Decade 


Actual Months Possible Months! Actual 


























Group Age — Died Survived ne Survived as % 
j | Total | Av. | Total Av. | Possible 
70+] 3 | 1 | 10) 367 | 177] 390 | 622 — 
60-69 | 37 | 13 | 1,637 | 44-2 | 1,985! 53-6 | 82-4 
|| 50-59 | 57 | 11 | 3,524| 61-8 | 3,926) 68-9 | 89-7 
Treated 40-49 | 44 6 | 2:795 | 63-5 | 3,115) 70-8 | 89-7 
30-39 | 12 | 0 972 | 81:0 | 972] 81-0 | 100-0 
20-29} 1 | 0 20 | 20-0 20 | 20-0 | 100-0 
—20 | 0 | 0 Sey erat be - 
oe ee 353 | 39-2 | 531!) 59:0 | 66:5 
60-69 | 18 | 9 656 | 36-4 | 966) 53-6 | 67:8 
50-59 | 28 | 12 | 1,396 | 49-8 | 1,928 | 68-9 | 72-4 
Control 40-49} 13 | 5 653 | 50-2 | (921) 708 | 709 
30-39} 5 | 3 267 | 53-4 | 405| 81:0 | 65-9 
|| 20-29} 0] 0 a ees wi wt 2 
Chg a Fee ee : Ae 
Treated 30-69 | 150 (30 | 8,928 59:5 | 9,998 | 666 89-3 
Control 30-69 | 64 | 29 | 2:972| 46-4 | 4.220| 65-9 | 70-4 
J — ———) 
evidence. In this analysis both series of Grade 2 


controls are considered together because there was no 
significant difference in the mortality experience of the 
two series. In each decade any differences in the period 
of exposure to risk of treated and control patients have 
been equalized by extending the period of study 
(designated “ possible months survived”) in Table VII 
of either the treated or the control group until the 
average period of exposure to risk was the same. Thus, 
for example, in the age-group 50-59 in females at 
December, 1958, the average exposure to risk for 
controls was 68.9 months and for treated patients 59.1 
months. In order to equalize the period of exposure 
to risk we recorded our observations on the treated 
group up till October, 1959, and added an additional 
period of 6.7 months’ observation to the treated group. 
(In this way we equalized the duration of exposure to 
risk of controls and treated in each decade.) 

In this carefully matched series of grade 2 female 
patients aged 30 to 69 years there were 30 deaths among 
150 treated patients and 29 among 64 controls (pure and 
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mixed), a difference which is highly _ significant 
(P<0.001). It can be seen that in all decades there is 
a consistent improvement amongst the treated cases, 
although the numbers in several of the control decades 
were deficient. 

Combining results for the decades 30-69, the survival 
as a percentage of possible years under observation was 
89.3 for those treated, and 70.4 for controls. That is 
to say, the loss of life-years as a percentage of possible 
life-years is 10.7% in treated patients and 29.6% in 
controls. 

In males the controls were few in number, but the 
mortality was treated 20.9, controls 60.4. 


Mortality in Grade 2, Excluding Cases of 
Hypertensive Heart Failure 


The improvement in prognosis brought by hypotensive 
treatment in cases presenting with cardiac failure has 
already been established (Smirk, Hamilton, Doyle, and 
McQueen, 1958). It is therefore important to know 
whether the improvement in Grade 2 patients was due 
solely to the improved outlook of those presenting with 
cardiac failure. We have therefore made an analysis 
in which all patients (male and female aged 30-69) 
presenting initially with congestive failure or paroxysmal 
dyspnoea of cardiac origin are removed from both the 
treated and the control groups. With these deductions, 
our results show that 33 died out of 70 controls (47.1%) 
(grade 2 members of complete control series without 
cardiac failure at presentation) as against 35 out of 183 
treated (19.1%). The improvement with hypotensive 
treatment in the outlook of grade 2 patients is influenced 
by, but does not depend upon, the improved outlook of 
the cases of heart failure (P<0.001). The improvement 
is also highly significant (P<0.001) when only controls 
without an antecedent period of treatment are used. 

Hypotensive therapy, however, greatly reduces the 
incidence of paroxysmal dyspnoea and _ congestive 
failure in a hypertensive clinic population: it acts 
preventively to reduce the subsequent incidence in 
patients who did not exhibit heart failure before 
hypotensive treatment started. A further analysis has 
been made, therefore, in which all patients dying from 
hypertensive heart failure are removed from both 
groups. When this correction is made, deaths from 
causes other than heart failure accounted for 26 out 
of 67 (38.8%) grade 2 control patients of the complete 
control series as against 47 out of 225 (20.9%) patients 
who received treatment. Evidently extension of life 
in treated grade 2 patients is not solely dependent 
upon the treatment or prevention of heart failure 
(0.01>P>0.001). 


Effect of Treatment on Causes of Death in Arterial 
Hypertension 


Reference has been made in an earlier communication 
(Smirk, 1957) to the alteration in the pattern of mortality 
which has taken place as the result of hypotensive 
therapy. Causes of death are classified in Table VIII, 
which sets out the proportion of deaths from cardiac 
failure, coronary disease, cerebral vascular accident, 
uraemia, and other causes which took place in the years 
1959-8, inclusive. 

The fractions refer to those instances in which more 
than one cause operated. For example, if a patient 
with no previous indication of heart failure develops a 
cardiac infarction and not long afterwards congestive 


TaBLe VIII.—Effect of Treatment on Causes of Death in Arterial 








Hypertension 
| Treated Patients Controls* 
} | Percentage | Percentage 
| No. of of Total | No.of of Total 
Deaths | Treated Deaths Control 
| Deaths | Deaths 
Cardiac failure .. "2 ee See ae oe 
Coronary -— 294 | 19-2 14 | 17-1 
Cerebral vascular | 
accident a 51 | 33-1 324 | 39-6 
Uraemia .. neil 314 | 20-5 10 | 12:2 
Other vi e 224 | 14-6 64 79 
in: geo, Sa Bees. vn 


* Including deaths amongst all control patients. 


TABLE IX.—Deaths from Various Causes as Percentages of the 
Patients at Risk 


| Treated Patients (497) Controls (156) 








| Percentage | Percentage 
| No. of of No. of of 

Deaths Treated Deaths | Control 

Patienis Pa ients 
Cardiac failure .. 194 3-9 19 12-2 
Coronary Kee 293 | 5-9 | 14 | 9-0 

Cerebral vascular | | | 

accident ge 51 | 10-3 323 | 208 
Uraemia .. att 314 63 10 | 6-4 
Other... od 224 45 64 41 


heart failure, and dies, the cause of death will be 
recorded as coronary +, heart failure 4. A patient dying 
from pneumonia would be counted solely as a death 
from pneumonia if infection was the only obvious cause 
of death; but if such a patient, while in a deteriorated 
stage from pneumonia, developed uraemia, thus 
indicating that the hypertensive disorder had contributed 
to the fatality, then the cause of death would be 
recorded as pneumonia 4, uraemia }. 

Table IX shows the deaths from various causes 
expressed as percentages of the numbers of treated and 
control patients at risk. It will be seen that in treated 
patients deaths from heart failure are a third of those 
in controls and cerebral vascular accidents are a half of 
those in controls. 


Amongst our treated cases there have been five deaths 
from dissecting aneurysms. Among control patients 
there has been no death from dissecting aneurysm but 
two from non-dissecting (arteriosclerotic aneurysm). 


Discussion 

It is generally accepted now that patients with grade 
3 or grade 4 (Keith, Wagener, Barker) retinopathy 
and patients with paroxysmal dyspnoea of cardiac 
origin or with general hypertensive heart failure should 
be treated by reduction of the blood-pressure. Our 
results in grade 2 patients, in whom retinal changes are 
confined to changes in small arterial blood-vessels, now 
allow some conclusions to be drawn concerning the 
desirability of hypotensive therapy in these patients. 

This paper summarizes the results of the first eight 
out of ten years of our experience with hypotensive 
therapy, in which an attempt has been made to 
maintain the blood-pressure as near to normal as is 
practicable. In both treated and untreated patients the 
mortality is higher in the first year than in subsequent 
years. This is because the attendance at hospital is often 
for some substantial illness and those who survive the 
first year after reference to hospital have a better chance 
of several years’ survival. Previous reports from this 
clinic described a considerable decrease with effective 
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hypotensive therapy in the mortality of retinal grade 
4 (malignant hypertension), and some decrease in retinal 


grade 3 patients (Smirk, 1954, 1957). Several 
contributors to the First Hahnemann Symposium 
on Hypertension edited by Moyer (1959) related 


corresponding experiences with severe hypertensives. 

The increased experience of a longer period of 
treatment has borne out earlier observations of the value 
of hypotensive drug therapy in grade 3 and grade 4 
hypertension. There is now evidence also that 
improvement in survival is shown by patients with 
hypertension of grade 2 severity. 

Previous surveys of results from hypotensive therapy 
have been concerned more especially with the severer 
grades of hypertension, and improvement has been 
claimed by almost all observers despite differing 
regimens of treatment. Barnett (1956) obtained a 
survival rate at twelve months of 72% in patients with 
grade 4 hypertension, but only 5 out of 32 grade 4 
patients survived to four years. Perry and Schroeder 
(1958) found a significantly lower mortality in treated 
than in untreated patients. Dustan Schneckloff, 
Corcoran, and Page (1958) reported their follow-up of 
81 cases of malignant hypertension treated for up to 
seven years with various combinations of ganglion- 
blocking drugs, hydrallazine, and reserpine. In this 
series the survival rate at three years was 52%, at six 
years 25%,. Patients who survived for less than three 
months were excluded from the analysis. 

The relationship between the level of diastolic blood- 
pressures while on treatment with ganglion-blocking 
drugs and the incidence of complications was referred 
to by Newman and Robertson (1959). A_ clear 
correlation was shown for patients with grade 3 and 
grade 4 hypertension, both morbidity and mortality 
being reduced by effective treatment. 

The most recent report of treatment in malignant 
hypertension has been that of Harington, Kincaid-Smith, 
and McMichael (1959), whose 82 cases included 45 with 
blood urea over 60 mg./100 ml. Three-year survival for 
all treated patients was 30% and six-year survival 18%. 
When patients presenting with a blood urea over 60 
mg./100 ml. were excluded, the figures were 45%, 
survival at three years and 30% at six years. Patients 
in terminal state were excluded from the analysis. 

Particular attention has been devoted in this paper to 
a generally milder class of case—namely, the retinal 
grade 2 patients. The mortality of retinal grade 2 
patients is also reduced considerably by hypotensive 
therapy as compared with controls. Controls (males 
plus females aged 30-69 years) to which it is difficult to 
find any objection are 43 in number and are grade 2 
patients we desired to treat but who, when the nature 
of the treatment was explained to them, declined it. 
With these controls only the lower mortality of treated 
cases is significant (P<0.001). We also used as controls 
36 patients who had been on hypotensive treatment but 
abandoned this. There is no significant difference 
between the mortalities of the two groups of grade 2 
controls. With both groups of controls, the significance 
of the lower mortality in the treated group also is 
P<0.001. The percentage mortality was 48.1 in the 
controls and 24.3 in the treated. 

It is, however, well recognized that patients with 
grade 2 retinopathy may have congestive heart failure 
and die from it. We have previously shown that 
hypertensive heart failure may be treated with 
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hypotensive therapy without any adjuvants such as 
digitalis or diuretics (Smirk et al., 1958). It is therefore 
important to know if any significant trend of improve- 
ment emerges when cases presenting with heart failure 
are removed from the grade 2 group. Our results show 
that the reduced mortality in grade 2 patients remains 
significant when patients presenting with heart failure 
are removed from both control and treated groups 
(P<0.001). The difference between control and treated 
groups also remains significant if all patients dying from 
heart failure are removed from the two groups 
(0.01>P>0.001). 

Taking all retinal grades together there has been 
a Statistically significant (0.0S5S>P>0.02) lessening in 
deaths from hypertensive heart failure (as a percentage 
of total deaths) among the treated patients relative to 
their frequency among the controls. The percentage of 
cerebrovascular accidents as a cause of death was also 
lower in the treated than in the control series, and the 
percentage for uraemia higher, possibly as a result of 
diminution in the frequency of heart failure and stroke 
as causes of death in patients with renal insufficiency. 

When, in all retinal grades, the percentages of deaths 
from various causes are expressed as a percentage of 
the patients at risk in the two categories, the decreases 
in mortality are highly significant in heart failure 
(P<0.001) and cerebral vascular accidents (P<0.001), 
despite the higher proportion of severe retinal grades 
among the treated patients. 

Although over the years since effective hypotensive 
treatment by pharmacological means was _ initiated 
numerous different hypotensive agents have been used, 
and although with experience much-improved regimes 
have been developed, the decreased mortality with 
therapy does not appear to depend upon the nature of 
the measures used to reduce the blood-pressure. 


Summary 


The results of hypotensive treatment over a period of 
eight years are reviewed. There were 497 patients on 
hypotensive therapy and 156 controls. 

The improvement with treatment in the mortality of 
retinal grade 4 and grade 3 patients is confirmed. 

There has been a _ highly significant (P<0.001) 
improvement in the mortality of retinal grade 2 patients, 
61 deaths occurring among 242 treated grade 2 patients 
(all ages) as contrasted with 43 among 88 controls. 

The relative loss of life-years during the eight-year 
period of study was nearly three times as great in grade 2 
controls as in grade 2 treated patients. 

Even if grade 2 patients presenting with paroxysmal 
dyspnoea or heart failure are excluded from both treated 
and control series, the improvement in the mortality is 
highly significant (P<0.001). 

Taking all grades together, despite the predominance 
of severe retinal grades in the treated patients there was 
a reduction in the death rate (as a percentage of patients 
at risk) from heart failure (P<0.001) and from cerebral 
vascular accidents (P<0.001) in the patients on 
hypotensive therapy. 

The decreased mortality does not appear to depend 
upon which particular measures are used to reduce the 
blood-pressure. The consistent aim of our hypotensive 
therapy has been to reduce the blood-pressure level of 
hypertensive patients to as near normal as practicable. 

No claim is made for the efficacy of less substantial 
reductions of the blood-pressure. 
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COMPARATIVE TUBERCULIN-TESTING 
OF HUMAN SUBJECTS 


A METHOD OF DIFFERENTIATING THE TYPE 
OF- VIRULENT MYCOBACTERIAL INFECTION 


BY 
C. J. STEWART, M.D. 


D. P. F. EMBLETON, M.R.C.S., L.R.C.P. 
AND 


D. F. VAN ZWANENBERG, D.M., D.P.H., D.C.H. 
From the Eest Suffolk and Ipswich Chest Service 


The successful discovery of the source of tuberculous 
infection by single or repeated tuberculin-testing of 
adults (Gedde-Dahl, 1952) and schoolchildren (Tatters- 
all, 1952 ; MacDougall et al., 1953; Davies, 1955) has 
been reported. Persistent attempts over the last six 
years to repeat this technique in Ipswich and East 
Suffolk resulted in the tracing of the source of infection 
in about a fifth of the children tuberculin-positive at 
their first test, and in a third of those converting their 
tuberculin test (van Zwanenberg, 1960). It was suspected 
that much of the infection unaccounted for might be 
due to milk infection with the bovine type of 
Mycobacterium tuberculosis. Yn such circumstances a 
simple method of comparative tuberculin-testing as is 
used by veterinary surgeons to determine the type of 
mycobacterial infection in cattle would be of great 
value. Testing simultaneously with avian and mam- 
malian tuberculin they are able to differentiate virulent 
mycobacterial infection from tuberculin hypersensitivity 
due to other causes (Francis, 1958). In his report on 
the preparation of Weybridge P.P.D., Green (1946) 
showed that guinea-pigs hypersensitized to different 
strains of Mycobacterium gave the largest reactions to 
the homologous P.P.D. tuberculin. 

Until recently there have been very few reports on 
comparative tuberculin-testing of human _ subjects. 
Avian and human tuberculin have been used by 
Edwards et al. (1953) and by Kuper (1958) in an attempt 
to differentiate between hypersensitivity due to virulent 
Myco. tuberculosis and “non-tuberculous” hyper- 
sensitivity. The work of Enell (1955) and Lorber (1957) 

D 


has shown that reactions to B.C.G. tuberculin are larger 
than those to human P.P.D. in B.C.G.-vaccinated 
persons. More recently Edwards and Palmer (1958) 
have shown that patients harbouring anonymous (Battey) 
Myco. tuberculosis give larger reactions to P.P.D. 
prepared from that organism than to P.P.D.-S. (human). — 
Without knowledge of this recent work, we carried 
out some preliminary tuberculin-testing of adults and 
children with bovine and human P.P.D. in 1957. The 
result suggested that comparative testing might be of 
value in indicating the type of infecting Mycobacterium. 
This paper describes the results of the subsequent 
tuberculin-testing of schoolchildren in East Suffolk 
County and Norwich with human and bovine P.P.D. 
and relates the findings to the known facts concerning 
tuberculous disease and infection in each district. 


Population Studied 


The subjects in this survey were schoolchildren aged 
5 to 18 living in six districts in East Suffolk County and 
one group from the City of Norwich. The school- 
children from 5 to 11 years old live in or near the town 
or village in which the school is situated. Older children 
come from a wider area surrounding the school. In 
six districts over 80% of the school population accepted 
and completed the tests. In Hartismere only 78% of 
the total school population completed the tests; 12% 
attend schools outside its boundaries and have not as 
yet been tested. 

East Suffolk is predominantly rural. The industry 
and occupations are mainly concerned with farming. Of 
the seven districts covered by this investigation, only 
Hartismere (16,940 pop.) is entirely rural and has 
no occupation other than farming, most of which is 
arable, although in the north along the Waveney Valley 
there are a number of dairy farms. Four of the districts 
—Woodbridge (5,620 pop.), Bungay (3,610 pop.), Beccles 
(7,000 pop.), and Stowmarket (7,580 pop.}—are small 
market towns surrounded by arable and mixed farming 
areas. In Beccles there is a printing works employing 
1,000, Stowmarket has a paint factory employing 1,000 
and an iron foundry employing 700. Felixstowe is a 
residential coastal resort with a large number. of summer 
visitors and no factories. Norwich City (118,000 pop.) 
is the county town of Norfolk. It is a large trading 
centre with mixed light and heavy industry. 


Method and Materials 


All children received two Heaf multiple-puncture 
tuberculin tests. Bovine P.P.D. 1 mg./ml. (Weybridge) 
was applied to the right forearm, and human P.P.D. 
2 mg./ml. (Weybridge) to the left forearm. This human 
P.P.D. is the standard preparation issued by the 
Weybridge laboratory of the Ministry of Agriculture. 
Fisheries and Food for the routine tuberculin-testing of 
cattle and for the commercial dispensing and dilution, 
and is issued by the Ministry of Health to local 
authorities for the tuberculin-testing of schoolchildren. 
It is prepared from three strains of human-type 
Mycobacterium designated C, D.T., and P.N. that have 
been maintained separately in the laboratory for a 
number of years (Green, 1946). The bovine P.P.D. is 
prepared in the same laboratory from a single strain 
“OTTO” (A. B. Paterson, 1960, personal communica- 
tion). It is issued in 1 mg./ml. strength for research 
and experimental work only. The relative strength of 
the tuberculins is that arrived at by Green (1946) as a 
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TABLE I.—Number and Percentage of Bovine and Human P.P.D. Reactions and Their Mean Size 





















































Group of No. Giving No Reaction Reacting to Deaging.*0 Bovine Reeean Human Mean Size of Reaction 

——- oo to Both Tuberculins Both Tuberculins P.P.D. Only * P.P.D. Only (mm.)} 

ren jetin . 

Tested Prost No. % No. 4 No % No. % Bovine P.P.D. | Human P.P.D. 
Stowmarket ..| 1,271 803 63-2 264 20-8 203 15-9 1 0-1 9-2 8-4 
Bungay.. ..| 315 251 19-6 43 13-6 21 67 0 0 9-0 63 
Hartismere .. 1,776 1,492 84-0 222 12-5 57 3-2 5 0-3 8-4 1-4 
Woodbridge 954 810 83-9 102 10-6 41 43 1 0-1 68 18 
Beccles 1,758 1,492 84-9 206 11-5 40 3-0 20 1-5 7:4 7:9 
Felixstowe 1,842 1,490 80-9 258 14-0 29 1-6 65 3-5 78 99 
Norwich af 923 863 93-5 30 3:3 6 0-7 24 2-6 40 “7 

foul | 8,839 | 7,201 1,125 397 116 
result of tuberculin-testing guinea-pigs infected with area. The mean size of bovine P.P.D. reactions was 


specific strains of Mycobacterium and tested with 
P.P.D.s derived from these strains. Defining the 
“ specificity factor” as the number of weight units of 
heterologous P.P.D. required to elicit the same intensity 
of skin reaction as one weight-unit of homologous P.P.D., 
he found that in guinea-pigs hypersensitized with the 
human strain of Mycobacterium it required twice as 
much human P.P.D. as bovine P.P.D. to elicit the same 
size of reaction. 


Two of the new type of Heaf multiple-puncture 
machines (Carpenter and Stewart, 1959), which were 
kept separate for each tuberculin were used throughout. 
The depth of puncture used was 1 mm. In all districts 
except Norwich the tests were performed and the 
reaction was read a week later by a nurse who had had 
considerable previous experience. In Norwich the 
testing was done by Dr. P. Sutton. The size of the 
reaction was measured with a transparent plastic gauge* 
imprinted with circles, the diameter of which increased 
by 1 mm. up to 10 mm. and then at 2 mm. and 5 mm. 
intervals up to 30 mm. (Stewart and Carpenter, 1961). 
For papule and ring reactions the external and internal 
diameters were measured and the width of the ring or 
circle of papules was recorded. 


Tuberculin-testing with Human and Bovine P.P.D. 


Between May, 1958, and April, 1959, over 8,000 
schoolchildren have been tested simultaneously with 
bovine and human P.P.D. The results of testing 7,916 
in six districts of East Suffolk and 923 in Norwich City 
are presented in Table I. In three of the districts— 
Hartismere, Woodbridge, and Beccles—they are similar. 
Approximately 84% of children failed to react to either 
tuberculin ; between 10.5% and 12.5% reacted to both; 
3 to 4.5% reacted to bovine P.P.D. alone, and between 
0.3 and 1.5% reacted to human P.P.D. alone. In Stow- 
market there were many more reactors to one or both 
tuberculins (36.8%) ; 20.8% reacted to both tuberculins, 
15.9% reacted to bovine P.P.D. alone, and 0.1% to 
human P.P.D. alone. In Bungay a total of 20.3% 
reacted—13.6% to both tuberculins, 6.7% to bovine 
P.P.D. alone, and none to human P.P.D. alone. In 
Felixstowe 19.1% reacted to one or both tuberculins, 
about the same percentage as in Bungay ; this is much 
less than in Stowmarket but slightly more than in the 
other three districts. However, the proportion reacting 
to human tuberculin alone (3.5%) was more than twice 
that of any other district except Norwich. The 
proportion of reactors to bovine tuberculin alone (1.6%) 
was the lowest of the six districts in Suffolk. In 
Norwich only 6.6% of the children reacted to one or 
both tuberculins, but the proportion reacting to human 
P.P.D. alone—2.6%—was relatively the highest in any 


*Obtainable from Messrs. C. L. Bencard Ltd., Minerva Road, 
London N.W.10. 





largest in Stowmarket (9.2 mm.), followed closely by 
Bungay (9.0 mm.), and that for human P.P.D. reactions 
was in Felixstowe (9.9 mm.) (Table I). 

Tables II and II] compare the distribution of reactions 
to bovine and human tuberculin according to size in 
Stowmarket and Felixstowe. In both areas it will be 


TaB_e II.—Correlation Table Giving the Number and Percentage 
of Reactions to Bovine and Human P.P.D. by Size. Stow- 
market School Children All Ages 




















Bovine Human Reaction Size (mm.) Total 
Ree ms 1 3 5 1S TH 16 

Ze - - — - — - — ° 
(mm) | ° | 2| 4 | 6 | 8 | 10| 12 | 14 [I+] No. | % 
0 S14} 1 mock | x} pe | ee sf [SSA SSS 
1<2 a) 1p ft —]| af} == 8 1 ee 
3-4 lat eal ae at Sey a ee ae Ee eee 
5-6 OO) med he ee ee ree ed ef OS 
7-8 |101|;—| 10] 13] 25}; —| —| —|—| 149 |146 
9-10 ae ew: Oe ee eee ee 
RE SS arene BreN 1| 30] 18} 19] —|—]| 68 | 66 
TBE Pie fs cos 1} 13] 8] 57] 7|—| 86 | 84 
15+ ose | ag) page: | eee te eee Ge eel Gr. ES | il 
Total | 776} 2| 15| 20] 82] 30| 82] 7] 6|1,020 

% |761/01| 14) 19) 80| 06) 29] 80/05 





























Both bovine and human reactions, of 1-6 mm. presented as papules, of 
6-8 mm. as rings, and of 8-15-+ mm. as plaques. 


TaB_g [11.—Correlation Table Giving the Number and Percentage 














of Reactions to Bovine and Human P.P.D. by Size. Felix- 
stowe School Children All Ages 
Bovine Human Reaction Size (mm.) Total 
Si _ 1 3 5- 7 9 il 13- 
nag = =e ou - e 
mm.) | © |2}4@] 618 | 10| 12| 14 |5+| No] % 
0 1,570 2) 15 23 23 1 1 1 | — | 1,636 | 83-1 
oo} dial] 6] 3] a} a] S]S] atl 
1 . peres ip} ° 
5-6 13);— 3 56 34 4 8 5 2 125 | 6:3 
7-8 i3;—|— 10| 64 7 27 6 1 128 | 6-5 
9-10 — |mlnmyp 7 3 9 4| 2 25} 1-2 
11-12 — j—l|— — 1 1 5 6) 4 17} 08 
13-14 — —_t— as oa oo 2 1j}— 3] 0-1 
15+ — |—|— | — | — Id 1} —|— 1] 01 
Total | 1,610 3| 21 96 | 134 18 54 23 9 | 1,968 
x 1:8 }0-11)1-0] 48 |) 68 | 0-9 | 2-7] 1-1 10-4 






































Presentation of reactions as in Table II. 


seen that there is a considerable degree of cross-reaction 
to the two tuberculins. The Stowmarket children 
reacting to both tuberculins have larger reactions to 
bovine P.P.D. than to human P.P.D. In Felixstowe, 
however, more children gave larger reactions to human 
P.P.D. 

To summarize, Stowmarket and Bungay have more 
reactors than any other district; almost all of these 
react to bovine P.P.D. and give larger reactions to bovine 
than to human P.P.D. Felixstowe has slightly more 
reactors than the remaining districts, but a higher 
proportion react to human P.P.D. alone, and human 
P.P.D. reactions tend to be larger than those to bovine 
P.P.D. Norwich has the lowest incidence of reactors 
but proportionately the highest incidence of reactors to 
human P.P.D. The districts of Hartismere, Beccles, and 
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Woodbridge hold a position intermediate between the 
two extremes. 


Known History of Infected Milk Supplies 


There was an outbreak of tuberculous disease and 
infection originating from one dairy in Stowmarket in 
1953-4. This dairy supplied about 12% of the milk 
consumed in the town. It is probable that another dairy 
was supplying infected milk in 1950 (van Zwanenberg 
et al., 1956). In Bungay three dairies supplied milk up 
to March, 1953. In 1952 bovine-type tubercle bacilli 
were isolated on two occasions from the milk supplied 
by one of these dairies. This dairy supplied the town 
with 80 gallons (364 litres), or about 10% of the daily 
milk consumption. This dairy dispersed its herd in 
1955. So far as is known, no infected milk has been 
supplied on the same scale in the other areas for the 
past fifteen years. The Felixstowe milk supply is known 
to have been “ safe” since 1939, as has that of Norwich. 

In 1954 milk infection in Stowmarket resulted in 21 
cases of tuberculous disease: 17 of cervical adenitis, 2 
of tuberculous peritonitis, 1 tuberculous elbow, and 1 
tuberculous hip. Seventeen of these children have had 
pathological proof of the diagnosis after operation, and 
in six acid-fast bacilli have been seen in the pus from 
the lesions. Thirteen of these patients (cervical glands 
11, and peritonitis 2) have recently had simultaneous 
Heaf tests using human P.P.D. 0.2 mg./ml. and bovine 
P.P.D. 0.1 mg./ml. These dilute tuberculins were used 
in order to avoid severe reactions. In one patient there 
was no difference in the two tests. In a further two the 
measurement of the reaction was the same for both 
tests, although in the bovine test it appeared to be the 
more prominent. In the other 10 patients the bovine 
reaction was definitely larger, and in four of them was 
accompanied by ulceration, which was not present with 
the human test. Several other children and young adults 
in Stowmarket now show x-ray evidence of calcified 
mesenteric glands. In the whole of East Suffolk County 
covered by the Ipswich Chest Clinic the number of new 
cases of cervical adenitis and non-pulmonary tuberculosis 
arising since 1954 has been relatively few (Table IV). 


Incidence of Pulmonary and Non-pulmonary 
Tuberculosis 


The incidence of registered tuberculosis in 1953 in 
Bungay, Stowmarket, Felixstowe, the rest of East Suffolk 
covered by Ipswich Chest Clinic (92,000 pop.), and the 
City of Norwich is shown in Table IV. 

TaBLB IV.—Incidence of Registered Cases of Pulmonary and 


Non-pulmonary Tuberculosis in 1953 and the New Cases 
Registered Between 1954 and 1959 Inclusive 











Incidence of Incidence of New Cases of 
Registered Tuberculosis Tuberculosis Registered 
in 1953 per during 1954-9 per 1,000 
District 1,000 Population Population 
Non- Non- 
Pulmonary pulmonary Total | Pulmonary’ pulmonary! Total 
East Suffolk* 3-2 0-8 40 1-8 0- 2-5 
Bungay . 5-4 26 8-0 3-6 0-8 44 
Stowmarket 47 33 8-0 3-7 2-5 62 
Felixstowe .. 3-8 1-1 49 2-9 0:3 3-2 
Norwich .. 6-2 1-1 73 31 0-5 3-6 


























* Excluding Felixstowe, Suowmarket, and Bungay. 


Bungay and Stowmarket had more tuberculosis than 
the other districts. Most of this high incidence is due 
to an excess of non-pulmonary tuberculosis. Bungay 
also had a comparatively high incidence of pulmonary 
tuberculosis. Norwich had the highest incidence of 


pulmonary tuberculosis and shared with Felixstowe a 
low incidence of non-pulmonary tuberculosis. The 
amount of fresh disease occurring during 1954-9 was 
highest in Bungay and Stowmarket. Again, this is 
largely accounted for by the excess of non-pulmonary 
disease in these two districts. 

There was a small difference in the amount of fresh 
pulmonary tuberculosis in all the districts, ranging from 
2.9 per 1,000 in Felixstowe to 3.7 per 1,000 in Stow- 
market. Only in East Suffolk was the incidence low— 
1.8 per 1,000. These figures show that in districts with 
a high incidence of non-pulmonary tuberculosis there 
are more schoolchildren giving reaction to bovine P.P.D. 
than to human P.P.D. whereas in districts with a low 
incidence of non-pulmonary tuberculosis fewer children 
react to bovine than to human P.P.D. It will also be 
noted (Table I) that the mean size of the reaction to 
bovine and human P.P.D. follows the relative incidence 
of pulmonary and non-pulmonary tuberculosis. In 
Bungay and Stowmarket the mean size of bovine 
reaction is greatest, and in Norwich and Felixstowe the 
mean size of human reaction is greatest. 


Age Distribution of Reaction to Human and 
Bovine P.P.D.s 


The age distribution of the reactors to human and 
bovine P.P.D. in Stowmarket in 1958 and in Felixstowe 
in 1959 is shown in Figs. 1 and 2. At all ages Felix- 
stowe has a lower incidence of reactors to both 
tuberculins. The incidence of reactions to the two 
tuberculins is not very different up to the age of 11; 
after that the curves diverge slightly, the incidence of 
human reactors exceeding that of the bovine reactors. 
This is in complete contrast to the curves for Stow- 
market in 1958, where at all ages the incidence of bovine 
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Fic. 1.—Percentage incidence by age of positive Heaf M.P. 
reactions to human P.P.D. in 1955, 1956, and 1958, and to bovine 
P P.D. in 1958 in schoolchildren in Stowmarket. 


*The discrepancy between these totals and those recorded in 
Tables I, Il, and III is due to: (1) the figures for those aged 16 
and over are not recorded on the graphs; and (2) the figures in 
the graphs apply to children living in the urban district and 
exclude those in surrounding areas who come into the town to 
go to school. 
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reactors exceeds that of human reactors, and from the 
age of 9 onwards there is a steep and rising incidence 
of bovine reactors. This diverging curve showing a 
high incidence of bovine reactors is seen to a less 
extent in Bungay schoolchildren from the age of 6, when 
the incidence for both tuberculins is 2% and rises to 
20% for human reactors and 39% for bovine reactors at 
age of 9. The Norwich curves are very similar to those 
of Felixstowe in that human reactors exceed bovine 
reactors at all ages, but the incidence of reactors to both 
tuberculins is the lowest of any of the areas. Felixstowe 
and Norwich, two urban populations with a clean milk 
















40- No. COMPLETING TEST[S] 
1957 — 1,504 
1959 — 1,520 # 

w 304 | 
2 1957 o—o a! 
- 1959 o——o $ 
res BOVINE 1959 @----« 
a 
w 20 + 
rT) 
< 
i 
y 
w 
Vv 
= 10-4 
a 

° c. r r . >| 

5 7 9 it 13 1s 
AGE [yrs] 


Fig. 2.—Percentage incidence b age of positive Heaf M.P. 
reactions to human P.P.D. in 1957 and 1959 and bovine P.P.D. in 
1959 in schoolchildren in Felixstowe. *Footnote as in Fig. 1. 


supply, both have a low incidence of infection and a low 
incidence of non-pulmonary tuberculosis, In contrast, 
Stowmarket and Bungay, both towns with a known 
infected milk supply in the last few years, have a high 
incidence of infection, the bovine P.P.D. reactors at 
all ages exceeding those reacting to human P-P.D., and 
both districts have a relatively high incidence of 
non-pulmonary tuberculous disease. 


Incidence of Infection as Shown by Previous 
Tuberculin-testing 


The Felixstowe and Stowmarket school populations 
have previously been tested with human P.P.D. given by 
the Heaf technique. Stowmarket children were tested 
in 1955, 1956, and 1958. From 1955 to 1958 34 children 
became tuberculin-positive and 10 have reverted to 
negative. The curve of the age incidence of reactors 
(Fig. 1) at each testing is similar, as would be expected 
where there has been a negligible amount of fresh 
infection. Only 0.2% of the population was infected 
from 1955 to 1958. The Felixstowe population was 
tested in November, 1957, and again in March, 1959 
(Fig. 2). In this 18-months period 62 (0.34%) of the 
school population became positive ; 40 of these children 
attended one school. In nearly all cases these convertors 
gave larger reactions to human P.P.D. or reacted to it 
alone. The source of a few cases is known, but the 
main source of this infection has not yet been identified. 
This infection in Felixstowe has had the effect of 
displacing the curve showing the age incidence of human 
reactors to the left, indicating a higher incidence at all 
ages: the increased incidence being greatest over the 
age of 11, owing to the infection occurring mainly in 
one secondary school. 


Incidence of Childhood Infection Related to 
Infected Milk Supplies 


The Stowmarket schoolchildren over the age of 9 
were exposed to the 1950 and 1953-4 milk-borne 
infections and those children over 6 years old were 
exposed to the 1953-4 infection, since when there is 
evidence of only a negligible amount of fresh infection 
in the population. We believe it is these milk-borne 
infections of 1950 and 1953-4 that are responsible for 
the high incidence of infection, the higher incidence of 
bovine P.P.D. reactors than human P.P.D. reactors, and 
the high incidence of non-pulmonary tuberculosis. In 
the Felixstowe children, on the other hand, the incidence 
of tuberculous infection is lower, the incidence of 
reactors to human P.P.D. exceeds that of bovine 
P.P.D., human P.P.D. reactions tend to be larger than 
bovine reactions, and the incidence of non-pulmonary 
tuberculosis is low. The milk supply is “clean,” but 
there is evidence of an outbreak of tuberculous infection 
believed to be of human origin in one school between 
November, 1957, and March, 1959. 


Conclusions 


The results presented in this paper show that when 
school populations are simultaneously tested with human 
and bovine P.P.D., using the Heaf technique, there are 
varying patterns of reactions to the two tuberculins in 
different districts. These patterns, which are dependent 
upon the size of the reactions and the incidence by age 
of reactors to the two tuberculins, demonstrate that 
there is a definite qualitative difference in the two 
P.P.D.s which can be related to the known history of 
milk-borne infection in the district and the incidence 
of pulmonary and non-pulmonary tuberculous disease. 
This suggests that comparative tuberculin-testing with 
these two tuberculins can in certain conditions indicate 
the type of mycobacterial infection. 


Discussion 


Although the evidence submitted in support of the 
conclusions of this investigation appears satisfactory 
there are limitations in our knowledge of the methods 
and the materials used which must occur with any new 
line of approach to a problem, particularly when much 
of this evidence is gained in retrospect. 

In all but one district (Norwich) one nurse was 
responsible for the Heaf testing and reading. It could, 
therefore, be claimed that the results are biased. 
However, at the time neither the nurse nor we were 
fully aware of the state of the milk supply in Felixstowe 
or Bungay or of the relative incidence of pulmonary 
and non-pulmonary tuberculous disease in any of the 
districts tested. 


Limitation of Method and Materials 

A large part of the evidence in support of the 
conclusions rests on the assumption that most non- 
pulmonary tuberculous disease is due to the bovine type 
Myco. tuberculosis (Wilson et al., 1952). Unfortunately 
the organisms from the Stowmarket children found to 
be suffering from non-pulmonary tuberculosis were 
not cultured or typed. So far as is known, all myco- 
bacteria isolated from patients suffering from pulmonary 
tuberculosis in East Suffolk im the last 12 years have 
been of human type. It would therefore be expected, 
using the technique of comparative tuberculin-testing 
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described in this paper, that most patients with 
pulmonary tuberculosis would give more and larger 
reactions to human than to bovine P.P.D. Limited 
experience has not shown any clear differentiation. The 
reaction to both tuberculins have been large and have 
shown only a small difference in size at the conventional 
time of reading (Table V). There are a number of 


TaBLeE V.—Mean Size of Heaf Reaction to Human and Bovine 
P.P.D, Read at Different Times After Testing 














Time Mean Size of Reaction in mm. 
of Reading No. Read 
Reactions Human | Bovine 
24 hours wee, 13 13-7 11-4 
td je 13 13-5 13-0 
% days a Se 7 | 9-1 } 9-7 
| 








factors that may be responsible for this. Large Heaf 
reactions are mainly concentrated in the size 8-16 mm. 
diameter (Fig. 3). Mantoux reactions in the same 
subjects are distributed over a wider range, 8-28 mm. 
This narrow grouping of large Heaf reactions is inherent 
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Fic, 3.—Reaction size in mm. to a 10 T.U. Mantoux test and a 
Heaf M.P. 2 mg./ml. test given simultaneously to 50 mental 
hospital patients. 
in the test and is probably due to the overlapping of 
induration from the six points of puncture, whereas in 
the Mantoux test the induration spreads concentrically 
from a single point of injection. This concentrated 
grouping of the Heaf reaction makes it more difficult 
to measure differences which may be apparent when 
inspecting the reaction. The apparent successful 
differentiation in schoolchildren is probably due to their 
relatively low level of hypersensitivity, giving Heaf 
reactions whose sizes are largely in the lower end of 

the scale. 
Varying Intensity of Reaction with Age 

With increasing age a greater number of subjects 
react to both tuberculins; their reactions to both 
bovine and human P.P.D. become. larger and the 
differentiation less clear. The increasing incidence of 
reactions with age is due to the greater chance of 
infection. We have found in one village that the 
incidence of human reaction increases from 8% at the 
age of 15 to 70% at age 30, and bovine reactions from 
32% at 15 to 73% at 30. The increased intensity of 


TaBLB VI.—Mean Size of Hypersensitivity Reaction to Human 
and Bovine P.P.D. in Different Age Groups 














Mean Size of Reactions (mm.) 
Group F omar 
|  “eactors | Human P.P.D. | Bovine P.P.D 
Primary-school children 260 4-6 67 
Secondary-school } 850 67 8-6 
Adults af ssl 442 9-2 12-0 








reaction with age (Table VI) to both tuberculins could 
be due to the stimulating effect of multiple infections 
with the same or different mycobacteria or to the host’s 
altered antibody response with increasing age. Which- 
ever factor is operating it is clear that the virgin soil 
of childhood is the most suitable for the epidemiological 
study of comparative tuberculin-testing. 


Weybridge Tuberculins 

A great deal of work has been reported on the 
comparative tuberculin-testing of cattle with mammalian 
and avian P.P.D. in order to differentiate tuberculous 
from non-tuberculous disease (Cobbett and Griffith, 
1913; Francis, 1958; Edwards and Edwards, 1960). 
Comparative tuberculin-testing with human and bovine 
tuberculin in man (Fenger et al., 1934; McCarter et al., 
1938) and cattle (Paterson, 1948) has received very little 
attention, and the results in human subjects have been 
inconclusive, owing probably to a number of factors, 
particularly the quality of the tuberculins used in the 
past’ (Green, 1946). There was therefore very little 
information available at the start of this investigation. 
The human Weybridge tuberculin used in this survey 
has been described in detail by Green (1946). The 
human-type Myco. tuberculosis used in the production 
of this P.P.D. gives a protein yield five times greater 
than that of the bovine type. It is for this reason that 
bovine P.P.D. has not been used for comparative testing 
of cattle. 

The bovine-type Myco. OTTO, originally obtained 
from Copenhagen and used in the preparation of the 
P.P.D. for this investigation, has been maintained in the 
Weybridge laboratory for some years. The P.P.D. 
prepared from it has been used in tuberculin investiga- 
tions and has been issued at the strength of 1 mg./ml. 
for research purposes. There are no published British 
reports on this P.P.D. (Paterson, 1960, personal 
communication). Svenkerud (1955) investigated the skin 
hypersensitivity induced by, and the antigenic properties 
of tuberculins prepared from, different strains of human, 
bovine, and avian type Myco. tuberculosis kept in 
different laboratories throughout the world for the 
production of tuberculins. He was able to show in 
calves and guinea-pigs that tuberculin prepared from 
OTTO was antigenically closely related to most human 
strains. Of the bovine strains examined it was one of 
the best producers of tuberculin and antigenically the 
most potent. Reporting on another bovine P.P.D. 
prepared from laboratory strains A.N.5 and C.45 at 
Weybridge, Paterson (1948) mentioned that in cattle it 
gave more “specific” reactions for virulent infection 
than does mammalian P.P.D. 

It has already been mentioned that Green (1946) 
showed that bovine P.P.D. gives larger reactions in 
human hypersensitized guinea-pigs than does human 
P.P.D. This has been allowed for in this investigation 
in that the strength of human P.P.D., 2 mg./ml., was 
twice that of the bovine P.P.D., | mg./ml. However, 
there is no evidence that this is the correct ratio of 
strengths for the human subject. It may be that 











12 JAN. 7, 1961 


COMPARATIVE TUBERCULIN-TESTING 





BRITISH 
MEDICAL JOURNAL 





antibody response of the human subject to the two 
tuberculins is both qualitatively and quantitatively 
different from that of the guinea-pig. 


Heaf Tuberculin Test 


As well as the use of improved and possibly more 
specific P.P.D.s, it is possible that the Heaf method of 
testing, using a much more concentrated tuberculin 
than the Mantoux test, is better able to elicit specific 
reactions. It is known that dilute P.P.D.s lose a good 
deal of their potency because of adsorption of the 
antigen on to the glass container (B.T.A., 1957). There 
is some evidence that in dilute solution the antigenically 
specific fractions of the P.P.D. are more easily adsorbed 
than the antigens common to other mycobacteria 
(Waaler et al., 1958). In this way the specificity of the 
P.P.D. is reduced or lost in dilute solutions such as 
those used in the Mantoux test. 


At the beginning of the investigation little was known 
of the Heaf test as a quantitative test (B.T.A., 1959). 
This test was used because it is readily accepted by 
schoolchildren and their parents, and, once having been 
used, it is difficult to return to the Mantoux test. Its 
other advantages are the ease and speed of administra- 
tion. However, its use would appear to have been 
justified by the results. The advantage of the greater 
spread of reaction size to the Mantoux test has been 
mentioned earlier. There is evidence that in other 
respects the Heaf test is comparable and may have 
technical advantages over the Mantoux test (Stewart 
et al., 1958 ; B.T.A., 1959 ; Carpenter and Stewart, 1959). 


The reading of the Heaf test on the seventh day is a 
well-established practice (Stewart et al., 1958; B.T.A., 
1959) and this has earned for the test the name “ market- 
day test.” It is, however, not certain that this is the 
optimum time when examining for specific hypersensi- 
tivity as in comparative testing. Several authors (Lind 
and Holme, 1943; Hagberg, 1950) have reported that 
children vaccinated with B.C.G., and subsequently tested 
with B.C.G. tuberculin, gave reactions which appeared 
earlier and were more pronounced than reactions to 
P.P.D. and O.T. Tarshis and Frisch (1952), investigating 
the interrelationship between skin hypersensitivity to 
different tuberculins prepared from virulent and non- 
pathogenic mycobacteria, showed that guinea-pigs 
hypersensitized to these organisms gave “ typical” 
reactions to the specific tuberculin but only weak 
transient reactions to other P.P.D.s. 


Further evidence that reactions to the specific 
tuberculin or antigen may appear earlier is given by the 
results of testing 30 subjects, who had no naturally 
acquired hypersensitivity in that they gave no reaction 
to a 10 T.U. Mantoux test, a standard P.P.D. Heaf test, 
and B.C.G. vaccine 20 mg./ml. given by the Heaf 
technique. Six months later they were all again tested 
with the same three antigens given by the same 
technique. On this occasion (Table VII) 16 gave prompt 


Taste VII.—Accelerated Reaction to Specific B.C.G. Allergen 
and Delayed Response to Heterologous Tuberculin P.P.D. 
(Weybridge) Given by the Heaf and Mantoux Techniques in 
30 Subjects with no Naturally Acquired Hypersensitivity who 
Received a Small Dose of B.C.G. Vaccine 














| Initial Test | Subsequent Test 
Test Reaction at 6 Months 
Allergen 72 Hours 
and 7 Days 72 Hours 7 Days 
Mantoux 10 T.U. O.T. 0 5 6 
M.P P.D.D. 2-0 mg./m! 0 4 9 
M.P. B.C.G. 20 mg./m! 0 16 17 











reactions to the B.C.G. test at 72 hours whereas only 
five reacted to the P.P.D. Heaf test and four to the 
Mantoux. On the seventh day 17 reacted to the B.C.G. 
test, nine to the Heaf test, and six to the Mantoux test. 
The hypersensitivity in these subjects had presumably 
been induced by the first B.C.G. test. 


The subsequent testing showed that this 
hypersensitivity was revealed promptly and more 
completely by the B.C.G. antigen than by O.T. or P.P.D. 
(Weybridge). Also it will be seen (Table V) that the 
patients suffering from pulmonary tuberculosis and 
tested with human and bovine P.P.D. gave larger 
reactions to human P.P.D. than to bovine P.P.D. at 
24 hours, at 72 hours there was very little difference in 
the size, and at seven days both reactions were waning, 
those to human P.P.D. more rapidly than those to bovine 
P.P.D. There is therefore a need for further investiga- 
tion to determine the optimum time to read the reactions 
when studying specific hypersensitivity. 


Mycobacterial Hypersensitivity Other than that Due to Virulent 
Organisms 


The results of this investigation have demonstrated 
that some subjects possess tuberculin hypersensitivity 
more easily elicited by bovine P.P.D. ; in fact, much of 
it is not revealed by normal doses of human P.P.D. given 
by the Heaf test. Pollock et al. (1959) have shown that 
“ high dose ” hypersensitivity in this country is probably 
the result of naturally acquired tuberculous infection. 
Edwards et al. (1948) have, however, suggested that in 
certain parts of the U.S.A. (Edwards ef al., 1959) and 
probably elsewhere (Palmer and Edwards, 1955) some of 
this “ high dose ” hypersensitivity is due to infection with 
mycobacteria other than the usual virulent human and 
bovine strains. The excess of bovine reactors revealed 
by this investigation almost certainly belongs to the 
so-called “ high dose ” hypersensitivity group ; however, 
it appears to be related to the history of milk infection 
in the districts and to the known incidence of non- 
pulmonary tuberculosis. It would therefore be 
unnecessary to suggest a non-virulent or non-pathogenic 
mycobacterial infection as an alternative explanation. 

In spite of the deficiencies in the design of this 
investigation and our lack of knowledge of the technique 
and materials of comparative tuberculin-testing there is 
evidence in the childhood population of East Suffolk and 
Norwich that tuberculin-testing with bovine and human 
P.P.D. given by the Heaf technique will reveal a pattern 
of reaction which is related to the incidence of human 
and bovine mycobacterial infection in the area. 


Summary 


The results of tuberculin-testing 8,839 schoolchildren 
simultaneously with bovine and human P.P.D. 
(Weybridge), using the Heaf multiple-puncture 
technique, in seven districts is reported. In two districts 
known to have had a supply of milk infected with 
tubercle bacilli and in which there has since been a high 
incidence of non-respiratory tuberculosis more reactors 
to bovine P.P.D. have been found than to human P.P.D.., 
and the bovine reactions are larger than those to human 
P.P.D. In two towns with a known clean milk supply 
and a low incidence of non-respiratory tuberculosis there 
are more reactors to human P.P.D., and these reactions 
are larger than those to the bovine P.P.D. This evidence 
suggests that comparative tuberculin-testing of human 
subjects with the bovine and the human P.P.D. used in 
this investigation may differentiate human and bovine 
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sources of mycobacterial infections. It has also been 
shown that there is a qualitative difference between these 
two P.P.D. preparations as well as a quantitative 
difference. 


Evidence is presented suggesting that as well as an 
increase in the incidence of tuberculin sensitivity with 
age there is also an increase in size or intensity of 
reactions with age. 


There is also evidence from the material presented and 
from other sources that type-specific P.P.D.s give early 
intense reactions (24 hours) whereas reactions to a 
heterologous P.P.D. are delayed, reaching their greatest 
intensity. at 72 hours or later. 


Limitations of our knowledge of the materials and 
the technique of comparative tuberculin-testing of 
human subjects are reviewed. 


Other aspects of comparative tuberculin-testing 
requiring fuller investigation are mentioned. 


We acknowledge the help we have received from many 
people, particularly the schoolchildren and the staff of 
the schools. We particularly thank Dr. A. B. Paterson, of 
the Ministry of Agriculture, Fisheries and Food Laboratory, 
Weybridge, for helpful advice and for the supply of the 
P.P.D.s; Dr. S. T. Gray, school medical officer for East 
Suffolk, for his co-operation and support; Dr. P. Sutton, 
consultant physician, Norwich Chest Clinic, who tested the 
Norwich schoolchildren and allowed us to include his 
results; Mrs, E. Platt, tuberculosis health visitor for East 
Suffolk, who did all the tuberculin-testing in East Suffolk ; 
Dr. A. B. Lintott, pathologist to the East Suffolk and Ipswich 
Hospital, and Mr. R. G. Carpenter, statistician to the 
Medical School, Cambridge, for helpful discussion; and 
Miss G. Ball, Mrs. D. Dawson, and Mr. R. Cuthbert, who 
did all the recording and tabulation of the results. Some of 
the expense of this investigation was met by a research grant 
from the East Anglian Regional Hospital Board. 
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Ganglion-blocking compounds remain the sheet-anchor 
of successful therapy in severe hypertension. Until 
recently the quaternary ammonium derivatives, such as 
hexamethonium and pentolinium, were the only effective 
ganglion-blocking agents available for long-term therapy. 
Their major disadvantage is that they are slowly and 
incompletely absorbed from the gut after oral admini- 
stration. Hence therapy is unpredictable and often 
difficult to control. 

The introduction of a secondary amine, mecamyl- 
amine (Stone et al., 1956), followed by a tertiary amine, 
pempidine (Lee ef al., 1958, Spinks and Young, 1958), 
represented a major advance in therapy. They are 
readily and completely absorbed from the gut (Milne 
et al., 1957; Harington et al., 1958), and are therefore 
satisfactory ganglion-blocking agents. 

Although mecamylamine has proved very popular in 
the clinic management of severe hypertension (Doyle 
et al., 1956; Smirk and MpQueen, 1957; Somers and 
Gitau, 1959) it has several disadvantages. As its excre- 
tion is slow and irregular (Milne et al., 1957), toxic 
effects of overdosage, particularly paralytic ileus and its 
sequelae, may be prolonged for several days. Patients 
with ileus due to mecamylamine have been unsus- 
pectingly exposed to the risk of laparotomy (Grant and 
Boyd, 1957). Intestinal haemorrhage has been reported 
(Addison and Towers, 1959) and psychosis and 
incoordination, due to its accumulation within the brain, 
are known to occur (Schneckloth er al., 1956; 
Harington and Kincaid-Smith, 1958; Hickish, 1958 ; 
Hift, 1958; Connor, 1958; Somers and Gitau, 
1959). In contrast, pempidine has a shorter duration 
of action. Its excretion is more rapid, chiefly 
because of a lower tissue-affinity for the drug 
(Harington et al., 1958). Toxic effects of overdosage 
are not likely to last as long as with mecamylamine 
because of the rapid elimination of the drug. Favourable 
reports on the long-term use of pempidine have been 
published by Botha (1959) and Mathisen (1959). The 
purpose of this communication is to describe our experi- 
ence over a period of 16 months with the use of 
pempidine at a hypertension clinic in the middle of 


Africa. 
Material and Methods 
Sex and Age.—The series treated comprised 43 
patients (18 males and 25 females). Their age distri- 
bution was 19 to 60 years (mean age 40.7 years) 
(Table I). 
*In receipt of a research grant from Makerere College. 
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TaBie I.—Sex and Age Distribution of 43 Cases of Hypertension 














! 1 
Age in Years: | 16-20 21-30 | 31-40 | 41-50 | 51-60 | Totals 
aes a oe ae ae ee ee 8 18 
Female .. es . 3 8s | S24 8 2 25 
Total ..| 2 | I y tig BBE | 10 43 
' | 





Aetiological Diagnosis——The aetiological diagnosis 
was essential hypertension in 18 cases, post-pregnancy 
hypertension in 5, chronic pyelonephritis in 12 (including 
one patient with proved urinary schistosomiasis and one 
with urethral stricture), chronic glomerulonephritis in 
7, and renal hypertension (? cause) in 1. The diagnosis 
was confirmed at necropsy in three of the four fatal 
cases, and by needle biopsy of the kidney in four 
patients. For the remainder the clinical diagnosis is 
given. Both urinary schistosomiasis and _ urethral 
stricture are not uncommon in Uganda. Their rarity 
in this series is noteworthy. In our experience urinary 
schistosomiasis rarely results in hypertension, and 
urethral stricture largely presents as a _ urological 
problem. 

Clinical Presentation—All the patients were initially 
assessed in hospital. The major presenting features, 
with indications for treatment, are shown in Table II. 


TABLE II.—Clinical Presentation in 43 Cases of Hypertension 














No. with 
Major Symptomatology No. of Cases Malignant 
Hypertension 

Left ventricular failure .. il | 1 
Cardiac Cones tive cardiac ,, .. 7 | 4 
Albuminuria F oa - 
tte 1 | 1 
Headache ; giddiness 14 | 2 
Neurological ¢ Encephalopathy .. 2 2 
Visual : 1 - 
Other .. 7 1 - 
Total 43 | 10 








It will be noted that most gases presented with cardiac 
failure or neurological symptoms. No patient with 
asymptomatic or mild hypertension is included in the 
series. Ten patients were diagnosed as having malignant 
hypertension. A number of patients had been previously 
treated with mecamylamine. 

Administration and Dosage.—The initial dose of 
pempidine used was 2.5 to 5 mg. This was followed by 
increases of 2.5 to 5 mg. eight-hourly until a satisfactory 
fall of blood-pressure was obtained. In the average 
case, stabilization was achieved in a week to 10 days. 
Subsequent increases were necessitated as drug tolerance 
developed. In patients with renal impairment (blood- 
urea levels persistently in excess of 60 mg./100 ml.) 
dosage increases were cautious and small, as_ the 
cumulative excretion of pempidine in renal failure is 
slow (Harington ef al., 1958). Additional hypotensive 
effect was obtained by the addition of rauwolfia 
alkaloids, either as reserpine or as whole-root extract. 


Results 


Duration of Treatment.—Of the 43 patients treated, 
four died—two within a week, one after four weeks, 
and one after three months of treatment. All four 
were cases of malignant hypertension. In three cases 
death was due to rapidly progressive uraemia. Two of 
these cases came to necropsy and both showed evidence 
of chronic pyelonephritis. In two patients treatment 
was abandoned on account of failure to attend at 
follow-up. In the remaining 37 patients the period 
under treatment has ranged from 4 weeks to 16 months 


(mean 30.4 weeks). Eleven patients have been on 
continuous treatment for 12 months or over. 

Range of Effective Dosage of Pempidine.—An 
attempt was made to bring the fall of blood-pressure to 
normal or near normal levels, usually 135/75 mm. Hg. 
The final effective daily dose required varied widely. 
The dosage range was 5 to 120 mg. (average daily dose 
28.75 mg.). 

Effect of Posture on Hypotensive Action of Pempi- 
dine —The postural fall of blood-pressure was in no 
way different from that which results from the action 
of other ganglion-blocking drugs. While the extent of 
the postural fall varied from one individual to another, 
our experience was similar to that noted with 
mecamylamine (Somers and Gitau, 1959) in that the 
postural fall relative to the non-postural fall in blood- 
pressure was often slight. Patients experiencing postural 
giddiness as a result of marked postural fall in blood- 
pressure were advised to sit down or lie down. They 
were also helped by a reduction of‘ their dose of 
pempidine. 

Sensitivity and Tolerance to Pempidine.—The results 
in 19 patients on continuous treatment with pempidine 
are shown in Table III. Each patient in this group had 


TABLE III.—Results in 19 Popene on Continuous Treatment with 


























em ne 

Blood-pressure 

(mm. Hg.) Eaiy Duration 
Patient p tenance 

and Age |\ Before | s.abitize- | Dose (Mouths) 
Treatment clon pidine (mg.) 

E.M. M 58 | 230/100 125/90 15 3 
N.M. F 52 | 210/110 | 120/100 15 5 
AK. M 43 | 170/120 | 120/100 10 10 
YK. | M22 | 250/170 10. 100 45 12 
*M.K. | F 25 | 1891 160/120 45 16 
V.K. F 48 | 220/100 30/90 15 15 
*N.M. F 45 | 186130 | 170/110 15 14 
*1.T. | M 55 | 220110 | 170/110 120 14 
ZS. F 30 | 180/130 | 140/100 45 9 
N.B. | F 51 300+ /170 150/110 30 12 
McC. | F 29 01 100/90 15 14 
*NJ. | F 26 | 210/140 165/120 120 14 
M.N. | F 40 | 180/120 |~ 130/80 15 6 
Z.N. F 39 | 190/130 | 160/110 20 12 
LN. F 35 | 170/140 190/60 20 4 
B.N. F 50 | 180130 | 150/110 20 4 
§.N. M 54 | 260/1 120/95 30 3 
ZS. F 47 | 2101150 | 130/90 30 14 
K. | M 45 1 150/120 60 16 





* Indicates patients with unsatisfactory response. 


been on treatment for three months or more and 11 
had had treatment for 12 months or over. The occur- 
rence of or failure to develop drug tolerance was judged 
by repeated observations at clinic attendance. In 4 out 
of 19 patients repeated administration of. pempidine had 
led to a gradual development of drug resistance. All 
four had previously been treated with mecamylamine, 


-to which they had ultimately become resistant. Clearly, 


pempidine proved no better than mecamylamine in their 
management, and control was unsatisfactory with either 
drug. In the remaining cases on continuous treatment 
tolerance was of slight degree and unimportant in 
regard to dosage regulation. 

Side-effects of Pempidine.—As with all other ganglion- 
blocking drugs, most patients on continuous treatment 
experienced some parasympathetic side-effects. Their 
occurrence was directly related to the hypotensive action 
of the drug. They often varied in the course of 
several months and generally tended to diminish. Side- 
effects reported at any time among the 19 patients were: 
constipation and abdominal distension in 18 ; muscular 
weakness in 10; postural giddiness in 9; blurred vision 
in 8; dryness of mouth in 4; diarrhoea, vomiting, 
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micturition difficulty, and impotence in 2 each; and 
ileus in 1. Constipation and abdominal distension 
usually responded to vegetable laxatives taken at night. 
In only one case was constipation serious enough to 
lead to a true paralytic ileus, and this cleared com- 
pletely after the drug was stopped. The infrequency of 
complaints of dryness of the mouth is notable in our 
series. This fact might be related to the local staple diet 
of steamed unripe banana (“matoke”), which has a 
soft porridge-like consistency. Matoke is likely to act 
as a demulcent in a dry mouth. The action of pempidine 
resembles that produced by mecamylamine on neuro- 
muscular transmission, in that both drugs potentiate 
the effect of tubocurarine (Corne and Edge, 1958). 
Clinically, curare-like side-effects of muscular weakness, 
increased fatigability, and aching in the limbs were 
reported by 10 patients on continuous treatment. These 
side-effects do not appear to have occurred in other 
treatment series (Botha, 1959; Mathisen, 1959). In no 
case were the side-effects unduly severe. It is uncertain 
whether the additional fact of tropical heat has a part 
to play in the production of the curare-like effects 
recorded in this series. Blurred vision occurred in eight 
instances and, of the two who complained most bitterly, 
only one was literate and benefited from the use of 
glasses. 

Effect of Chlorothiazides on the Fall in Blood-pressure 
due to Pempidine.—As with all other ganglion-blocking 
drugs (Smirk, 1959), the hypotensive action of pempi- 
dine was increased by the addition of 0.5 g. of chloro- 
thiazide or 50 mg. of hydroflumethiazide, twice daily, 
together with 1.5 g. of potassium chloride. This regime 
was particularly effective in patients with heart failure. 

Comparison of Mecamylamine and Pempidine.—lf 
the effects of different ganglion-blocking drugs are to 
be compared ‘accurately, it is necessary to make the 
comparison in the same patient at about the same time 
after the commencement of therapy. As we were 
unable to achieve such a comparison and as the side- 
effects of ganglion-blocking drugs are inclined to vary 
in the course of several months, an attempt to compare 
the effects of mecamylamine and pempidine was 
abandoned. The general impression gained was that 
there was no constant ratio between the effective dose 
of mecamylamine and pempidine in controlling blood- 
pressure. Little difference was noted in the incidence 
of side-effects in any one patient on each drug; the 
intensity and duration of side-effects were, however, 
distinctly less with pempidine. 


Summary 

Forty-three African patients with severe hypertension 
were treated with pempidine. Thirty-seven received 
treatment for from 4 weeks to 16 months—11 of them 
for 12 months or more. A complex regime proved 
successful under simple conditions. 

Pempidine was shown to be an effective oral ganglion- 
blocking drug in most patients. In general, the 
advantages over mecamylamine were that continuous 
administration produced mild or moderate side-effects. 
Continuous therapy with pempidine did not lead to 
significant drug tolerance. 


We are indebted to Mr. E. J. Baines, of May and Baker 
Ltd., for generous supplies of pempidine (‘ perolysen”’) 
which enabled us to give our patients uninterrupted 
treatment. Dr. Peter Main, of Boots Pure Drug Co. Ltd., 
supplied hydroflumethiazide (“ hydrenox”). The expenses 
of this work have been partly defrayed by a research grant 


from Makerere College. I thank Professor A. W. Williams 
for his constant encouragement, the physicians at Mulago 
Hospital for referring cases, and the Director of Medical 
Services, Uganda, for facilities at Mulago Hospital. Mr. R. 
Gichuru Gitau has rendered valuable technical assistance. 
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PORTAL HYPERTENSION AND GROSS 
SPLENOMEGALY IN UGANDA 


BY 


H. M. LEATHER, M.D., M.R.C.P. 


(From the Departments of Medicine, Makerere College, 
Kampala, Uganda, and University of Bristol) 


Gross splenomegaly is a common condition in Uganda 
(Trowell, 1950) as it is elsewhere in tropical countries 
(Fawdry, 1955 ; Chaudhuri, Saha, Basu, Mukherjee, and 
Rai Chaudhuri, 1956; Chaudhuri, 1957; Basu, 1958). 
The aetiology is often unknown. Liver disease, however, 
is common in Central African natives. A study of 
African patients with gross splenomegaly was therefore 
made, with the object of determining what relationship, 
if any, the splenomegaly bore to portal hypertension 
and liver disease. The results of this study are here 
reported. 
Methods 


All patients in whom the spleen was enlarged to the 
umbilicus and who were admitted to the medical unit 
at Mulago Hospital, Kampala, between September, 
1955, and February, 1957, were studied. The method of 
investigation included a history, physical examination, 
full blood count, and various investigations to exclude 
splenomegaly due to leukaemia, active malaria, 
brucellosis, and schistosomiasis. Patients found to be 
suffering from these conditions were excluded from this 
study. As an index of portal-venous pressure the intra- 
splenic pressure was measured (Atkinson and Sherlock, 
1954). Liver histology was studied by means of biopsy, 
and in 19 consecutive cases transplenic portal 
venography was carried out (Dreyer and Budtz-Olsen, 
1952; Walker, Middlemiss, and Nanson, 1953). 

Intrasplenic pressure was measured with a simple 
manometer; the pressure was taken routinely from 
three sites in the splenic pulp, except in patients with 
severe anaemia, in whom only one recording was taken. 
Clotting in the needle in the splenic pulp was trouble- 
some in some of the earlier cases. The clotting-time 
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was therefore lengthened for the duration of the 
procedure by means of heparin and subsequently 
returned to normal with protamine (Sir James 
Learmonth, 1956, personal communication). 


In the 11 patients who came to laparotomy, gastro- 
epiploic-venous pressure was measured directly and 
compared with intrasplenic pressure. In one case 
clotting had occurred at the intrasplenic measurement 
and a difference of 19 cm. was recorded between the 
intrasplenic pressure and the gastro-epiploic pressure. 
In two other cases the differences were 8 cm. and 6 
cm. In the remaining eight cases the differences between 
the intrasplenic and gastro-epiploic-venous pressures 
were 4 cm. or less. 


For control purposes, the intrasplenic pressure was 
measured in 11 medical in-patients, and the gastro- 
epiploic-venous pressure in seven surgical cases who 
came to laparotomy. In none of these cases was the 
spleen palpable. 


Findings 
The 47 cases studied comprised 36 males and 11 
females, a similar sex distribution as for all medical 
admissions. 
Intrasplenic pressure levels are shown in Fig 1. In 
45 patients with splenomegaly, pressures varied from 3 
to 50 cm. of saline. In 24 (53%) the pressure was over 


25 cm. of saline, the average for the whole group being. 


28.2 cm. By contrast, in 18 control subjects without 
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Fio. 1.—Intrasplenic pressure levels in patients and control 
subjects. 


splenomegaly a pressure of over 25 cm. was recorded 
in only one case. The average for this control group 
was 16.9 cm. of saline. 


There appeared to be no correlation between the size 
of the spleen as estimated clinically and the height of 
the intrasplenic pressure, although in three cases in 
which the spleen became smaller subsequent measure- 
ment revealed a”fall in intrasplenic pressure. 

Liver biopsy was carried out in 41 cases. Severe 
fibrosis with destruction of architecture and nodular 
regeneration (cirrhosis) was present in five. In a further 
seven cases smaller degrees of portal fibrosis were 
present, moderate in four and slight in three. In the 
temaining 29 cases, fibrosis was not seen in the biopsy 


sections. In these cases (Fig. 2) the liver sinusoids were 


infiltrated with lymphocytes, macrophages, and plasma 
cells. The portal tracts were in some cases, to a less 
extent, similarly affected. The degree of infiltration 
varied greatly and was slight in two cases. No significant 
changes were observed in the liver cells themselves. 

(A good correlation was observed between the 
appearances of the liver at operation and the findings 
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Fia. 2.—Liver biopsy from patient with gross 
lymphocytic infiltration of sinusoids and po 
splenic pressure was 33 cm. of 


lenomegaly. Note 
tracts. The intra- 
saline. 
on biopsy. In two cases cirrhosis was noted at operation, 
and biopsy confirmed this finding. In one other case 
the surface of the liver was finally irregular and the 
consistency firm: biopsy revealed minimal. portal 
scarring and moderate cellular infiltration. In the 
remaining cases in which no significant abnormality had 
been noted at operation (other than enlargement 
principally of the left lobe of the liver in one) biopsy 
revealed sinusoidal infiltration. In two of these latter 
cases the gastro-epiploic-venous pressures were 38 and 
41 cm.) 

In Fig. 3 the histological appearance of the liver and 
the level of intrasplenic pressure in each patient are 
shown. It is seen that high intrasplenic pressure was 
usually present in cases with hepatic fibrosis. The 
pressure was also raised in many cases in which there 
was no fibrosis but only infiltration of the sinusoids. 
The degrees of infilttation were not consistently 
associated with any particular levels of pressure, and in 
both cases in which infiltration was very slight the 
intrasplenic pressure was high. 


An attempt was made to demonstrate an association 
between the height of the intrasplenic pressure and such 
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Fic. 3.—Histological appearance of the liver and intrasplenic 
pressure in 41 patients. 
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factors as the quality of the diet, a history of alcoholism, 
or the presence of anaemia, hypoproteinaemia, or 
ascites. However, with the doubtful exception of 
ascites, which may have been associated with the higher 
levels of intrasplenic pressure, these factors could not 
be related to the height of the intrasplenic pressure. 


To exclude the possibility that extrahepatic portal 
obstruction was responsible for the raised intrasplenic 
pressures in these cases, transplenic portal venography 
was carried out in 19 consecutive cases. No instance of 
extrahepatic obstruction was found. In one patient with 
advanced cirrhosis collateral circulation from the spleen 
to the stomach was demonstrated. Inall cases the splenic 
vein was dilated and tortuous and, to a less extent, the 
portal vein was also dilated (Fig. 4). These appearances 
seemed to bear no relation to the height of the intra- 
splenic pressure, and in the three cases in which the 
pressure was below 25 cm. of saline the same changes 
were present. Intrahepatic branches of the portal vein 
were seen in 17 cases and were normal in 11. In six, 





Fic. 4.—Venogram of patient with splenomegaly. 


however, the primary branches of the portal vein were 
dilated, while the intermediate branches were narrow 
and poorly filled. The peripheral branches were normal. 
The reason for these changes was not apparent. The 
mean pressure in these six cases was not different from 
that in the remainder of the group and in five of the 
six fibrosis was not seen and the reason for the 
narrowing was not apparent. 


Discussion 

It may be emphasized that the changes in the livers 
of these patients with gross splenomegaly can be found 
in patients without gross splenomegaly or in necropsies 
on Africans with spleens of normal size. The degree 
of infiltration of the sinusoids in these cases was, 
however, much greater than was usually present in 
routine hospital necropsy specimens (J. N. P. Davies, 
1955, personal communication). Similar changes have 
been reported (Fawdry, 1955) as occurring in gross 
splenomegaly in South Arabia. 

Likewise, appearances on portal venography similar 
to those in the present series have been described as 
occurring in gross splenomegaly in Bengal (Basu and 
Das, 1956). 

Attention may be drawn particularly to the finding 
of portal hypertension in the absence of hepatic cirrhosis 
or extrahepatic portal obstruction in the present study. 
The cause of this hypertension was not apparent. The 
measurements on control subjects show that the normal 


portal-venous pressure is the same in the African as in 
the European. The lymphocytic cellular infiltration of 
some of the livers can also be excluded as the cause of 
the portal hypertension because in some cases where 
histological changes were marked the pressure was 
normal ; in a few instances minimal histological change 
was associated with a raised pressure. Moreover, in 
three of the surgical “control” cases in which the 
gastro-epiploic-venous pressure was low infiltration was 
found in the liver biopsy specimen. It therefore seems 
that if these changes are concerned in the development 
of portal hypertension some other factor must also be 
present. 

Measurements of intrasplenic pressure were made 
with the patient in the supine position. It has been 
suggested (Bull, 1948) that in this position the liver, if 
enlarged, may kink the hepatic vein and so cause a 
temporary obstruction throughout the portal system 
with a consequent rise in intrasplenic pressure. This 
explanation seems unlikely in the present cases, because 
of the 16 patients with an intrasplenic pressure above 
25 cm. of saline and no fibrosis on liver biopsy the liver 
was clinically normal in size in 11, and only slight to 
moderate enlargement was present in the remaining five. 


On venography and at laparotomy in these cases the 
splenic and portal veins were enlarged, and this suggests 
that the blood-flow through the spleen may be 
considerably increased in this idiopathic splenomegaly 
of Africans. Whether this might lead to an increase in 
pressure is uncertain. Possibly under conditions of 
increased blood-flow the infiltration in the liver sinusoids 
might act as an obstruction and lead to a rise in 
pressure. Walker (1959) has reported the occasional 
occurrence, in European subjects undergoing portocaval 
anastomosis for the relief of portal hypertension. of 
changes in the liver not unlike those of the present 
study, while Tisdale, Klatskin, and Glenn (1959) describe 
four cases in which portal hypertension and bleeding 
oesophageal varices occurred in the absence of both 
intrahepatic and extrahepatic obstruction of the portal 
vein. It was suggested by the latter authors that an 
increase in blood-flow may have led to the development 
of portal hypertension in these cases. 


Summary 


Forty-seven African patients with gross splenomegaly 
of unknown aetiology were studied. In 45 cases the 
intrasplenic pressure was measured; in 24 (53%) the 
pressure .was over 25 cm. of saline. The average 
pressure for the group was 28.2 cm., compared with 
16.9 cm. in 18 control cases without palpable spleens. 


Liver biopsy carried out in 41 cases revealed varying 
degrees of hepatic fibrosis in 12. In 29 cases cellular 
infiltration of sinusoids and portal tracts was the main 
abnormality present. No evidence of extrahepatic 
portal obstruction was found in 19 consecutive cases on 
portal venography. 


The common occurrence in this series of portal 
hypertension in the absence of hepatic fibrosis or of 
extrahepatic portal obstruction is discussed. 


My .thanks are due to Professor A. W. Williams, of 
Makerere College, Kampala, Uganda, in whose department 
this study was made, for his constant encouragement and 
helpful advice; to Professor J. N. P. Davies for his 
interpretation of the histological material ; and to Professor 
I. W. J. McAdam for the measurements of gastro-epiploic- 
venous pressure. The portal venograms were carried out 
with the assistance of members of the staff of the Depart- 
ment of Radiology, Mulago Hospital, and I am indebted to 
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Dr. J. H. Middlemiss, of Bristol Royal Infirmary, for his 
interpretation of the venograms. I also thank Mr. John 
Kyobe, of Makerere College, for much technical assistance, 
and Professor C. Bruce Perry, of Bristol University, for 
help with the manuscript. 
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NEW CASES OF G.P.I. 


BY 
S. BOCKNER, D.P.M. 
AND 


N. COLTART, M.B., B.S. 


Department of Psychological Medicine, North Middlesex 
Hospital, London 


Is general paralysis of the insane (G.P.I.) becoming 
increasingly common to-day? This question has 
commanded our attention in recent months owing to 
the increasing number of cases we have seen. For some 
years now G.P.I. has been a rare disease. At one time 
it was relatively common, and wards full of these cases 
could be seen in most mental hospitals. To-day, of 
course, it is difficult to find cases of G.P.I. in mental 
hospitals. However, our experience in a busy psychiatric 
observation ward suggests that the disease is becoming 
more frequent. This ward is situated in a busy working- 
class north London district, drawing its patients from 
London, Middlesex, Essex, and Hertford. It has twelve 
beds and there are approximately 500 admissions per 
annum. Until two years ago only one, or perhaps two, 
cases of G.P.I. were admitted to this ward each year ; 
these were invariably of long standing, had been treated, 
and were still showing psychiatric disturbance. 
However, during 1959 nine cases of G.PJI. were 
admytted to the observation ward. Steel (1960) described 
14 cases of G.P.1. admitted to a 70-bed observation 
ward in the period April, 1957, to September, 1958. 
Our nine cases in a smaller unit and over a shorter 
period suggest that the frequency of G.P.I. is still 
increasing. 

Most cases of G.P.I. present as psychiatric problems. 
In this paper the nine cases ai. described, particular 
attention being paid to the psychiatric picture. 


Case 1 


A man aged 65 was admitted from a general hospital, 
where he had been disturbed, aggressive, and confused after 
a laparotomy performed for abdominal pain. He laughed 
jovially at the slightest provocation, though he looked ill. 
His speech was rapid, words falling over each other, and 
punctuated by bursts of laughter. He frequently thumped 
the bed with his fists. He had florid, garish delusions of a 
grandiose nature, was grossly hallucinated both visually and 
aurally, and saw coloured men rushing at him and moving 


his bed about. Three conjurers were in the ward trying to 
shoot him, and he roared with laughter as he described this. 
He was said to have had disseminated sclerosis over the past 
seven years which had affected his gait. At laparotomy 
no abnormality was found, and we believed that his pain 
was due to a tabetic crisis. 

Physical Findings.—Slurred speech ; partial Argyll Robert- 
son pupils; left choroidoretinitis; brisk reflexes but 
diminished ankle-jerks and left extensor plantar response ; 
loss of posterior-column sensation in the legs; positive 
Romberg’s sign. Blood W.R. positive. C.S.F.: W.R. 
positive, cells 55 (mononuclear), protein 70 mg./100 ml., 
paretic Lange curve. 

Psychiatric Picture-—-A hypomanic confusional state 
with hallucinosis. 


Case 2 


A man aged 67 was admitted with a confusional state. 
He was bright, cheerful, euphoric, voluble, and visually 
hallucinated. There was a. well-marked impairment of 
memory and he was disorientated for time, place, and 
person. He had a respiratory infection on admission and 
his hallucinations cleared up when his temperature became 
normal. He had Argyll Robertson pupils, increased tendon 
reflexes, and flexor plantar responses. Speech was a little 
slurred, and there was tremor of the tongue and fingers. 
Blood W.R. positive. C.S.F.: W.R. positive, cells 30 
(mononuclear), protein 50 mg./100 ml., paretic Lange curve. 

Psychiatric Picture—A mild confusional state with 
memory impairment and disorientation. Hallucinations 
associated with respiratory infection; garrulous and over- 


talkative. 
Case 3 


This patient, a man aged 46, was admitted because "of 
strange and violent behaviour at home, where he was no 
longer manageable. There was a gradual onset of deteriora- 
tion in personality. He spent his money foolishly—for 
example, he bought many boxes of soap powder and half 
a dozen clocks—became violent-tempered and abusive ; and 
would not tolerate disagreement by anyone. His memory 
became impaired during the past 18 months, especially for 
recent events, and latterly he made up fantastic stories. 
Often he was noisy, abusive, and violent, particularly when 
obstructed in any way, and threw food on the floor and 
smashed plates. He was restless and agitated. He had 
paranoid ideas about his wife, and thought that she had 
plenty of money which she kept from him. He gave a very 
poor account of himself and was often at a loss for words. 
A well-marked memory defect for recent events was 
apparent, and he tended to confabulate to cover up this 
deficiency. He was unable to describe or explain anything 
clearly. Mild disorientation was present. Though generally 
cheerful and co-operative he could be surly and suspicious 
at times. His main complaint was of impotence. 

Physical Findings.—Slight slurring of speech; Argyll 
Robertson pupils; tremor of lips and tongue; reflexes 
normal. Blood and C.S.F., W-.R. positive. Paretic Lange 
curve. 

Psychiatric Picture—A mild confusional state with 
impairment of memory and a Korsakoff syndrome. 
Aggressive, overactive, and hypomanic, with a paranoid 
background. 

Case 4 


A woman aged 69 was admitted because of confusion, 
inability to walk at times, and disturbance of memory. She 
became lost in her own house, was often incontinent, and 
had difficulty in speaking. She was said to have been 
suffering from an “anxiety state” for many years. In the 
past two years she had deteriorated gradually, and had been 
considered to be suffering from senile dementia. She had 
poor attention and comprehension. There was a marked 
impairment of memory, particularly for recent events. She 
was unable to perform the simplest calculations.. She had 
a fatuous, silly smile and her mood was euphoric. She was 
quite disinterested in her constant incontinence. 
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Physical Findings—Right shoulder Charcot joint; well- 
marked dysarthria with tremor of tongue and lips; all 
tendon reflexes absent; flexor plantar responses; limbs 
hypotonic ; marked impairment of proprioceptive sensation ; 
positive Romberg sign. Blood W.R. negative. C.S.F.:W.R. 
positive. Husband had a positive W.R., and his boisterous, 
noisy manner was suggestive of G.P.I. He was also partially 
blind. One son had a positive W.R. and syphilitic disease 
of the heart. 

Psychiatric Picture-—A progressive dementia with con- 
fusion, memory loss, and euphoria. Personality deterioration 
shown by dirty, unkempt appearance and disregard of double 
incontinence. 


Case 5 


A man aged 51 was admitted because he refused to go 
to bed, to take off his clothes, or to go to work. His 
memory had become defective in the past year and he 
seemed to have. difficulty in grasping a conversation. At 
times he mumbled to himself. In the past month he had 
been depressed, had often cried, and sometimes threw him- 
self on the floor in tears. Previously he had been a steady 
worker. In the past six years he had frequently changed 
his job, and his financial and social position had deteriorated. 
He had often borrowed money and not repaid the loans. 
In the flat where he lived he caused trouble by his abusive 
language and aggressive behaviour. He recently became 
sexually immoral and often confabulated. 

Physical Findings—No abnormalities found. Blood and 
C.S.F., W.R. positive. Wife has a positive W.R. 

Psychiatric Picture—A gradually progressive dementia 
with memory impairment, and a Korsakoff syndrome with 
pathological lying. Deterioration in behaviour, morals, and 
social and financial position. 


Case 6 


A man aged 44 complained of having had headaches, 
nausea, loss of energy, and depression for six months. He 
had paranoid. leas about his workmates. Depressive 
features included self-blame, the belief that he was a burden 
to his family, and the delusion that his wife and children 
would all die. His wife stated that his personality had 
changed markedly in the previous six months. He had lost 
over 2 st. (12.7 kg.) in weight. He was muddled and con- 
fused, repeated things again and again, and was very irritable. 
He put brandy in the refrigerator and seemed lost at times. 
His headaches were extremely severe, and were associated 
with vomiting; they often occurred during the night and 
were of a throbbing nature, affected by posture, and relieved 
by analgesics. He would forget his whereabouts in the 
ward. He once poured tea continuously into a cup all 
over the table. Depression was a marked feature. He was 
more depressed in the morning and he talked about suicide. 
For the previous six months he had been treated by a 
doctor for a depressive state. 

Physical Findings.—Slurring of speech with slight tremor 
of the tongue and lips ; Argyll Robertson pupils ; choroido- 
retinitis present; no papilloedema; tendon reflexes all 
exaggerated, with a right extensor plantar response. Blood 
W.R. positive. C.S.F.: W.R. positive, 35 lymphocytes, 
protein 75 mg./100 ml., paretic Lange curve, pressure 
normal. Skull x-ray films normal. Wife and children have 
negative W.R. 

Psychiatric Picture-——A psychotic depression with depres- 
sive type of delusions but with memory impairment and 
confusion. 


Case 7 


A ticket clerk aged 50 was admitted because of his 
abnormal behaviour at home and at work. His work record 
had been excellent until August, 1959, when he complained 
of loss of memory. Since then he had become more and 
more difficult to get along with. He started to lose things 
and then to accuse other people of stealing them. His 
behaviour became excitable and emotional and recently he 


had been crying with little provocation. He lost his appetite, 
and his sleep became disturbed. He frequently pushed his 
wife out of bed, and would sit up in the middle of the night 
waving his arms about and shouting. He became more and 
more garrulous. He often produced a jumble of words 
that made no sense. He shouted that the cooker was painted 
red. Recently he had been stamping about at home banging 
doors, switching lights on and off, and turning all the taps 
on full. He appeared to be aurally hallucinated. In the 
ward he was impulsive, aggressive, and obstinate. He was 
unable to give a reasonable account of himself and had 
difficulty in formulating sentences. He often repeated words 
several times or searched about for a verb. He frequently 
said “ what’s a name” or “ thing” instead of a noun. There 
was a well-marked memory impairment, particularly for 
recent events, and he was slightly confused regarding his 
whereabouts. He showed marked emotional lability. 

Physical Findings~—Dysarthria and nominal aphasia ; 
tremor of tongue; partial Argyll Robertson pupils ; 
generalized increase in tendon reflexes with both ankle and 
patellar clonus ; extensor plantar responses. Blood W.R. 
positive. C.S.F.: W.R. positive, cells nil, protein 40 mg./ 
100 ml. Lange curve negative. 

Psychiatric Picture—A previously normal personality 
with a good work record until first psychiatric disturbance 
at the age of 50. Bizarre behaviour with garrulous, non- 
sensical speech. Hallucinations and absurd delusions. 
Overactive and aggressive. Mood swings between depression 
and elation. Marked deterioration in personality and work 
record. Well-marked memory impairment and disorientation. 


Case 8 


A woman aged 45, admitted because of her violent and 
manic behaviour, was an excellent wife, mother, and house- 
keeper, with no previous history of psychiatric illness. She 
first became ill about three months previously. Main 
features were excitement, overactivity, and delusional ideas. 
She had been waking at 3 a.m. and getting up to do her 
housework and going to her neighbours during the day to 
do their housework as well. She was excessively energetic. 
She accused her husband of having affairs with the 
neighbours and she set out to attack one of them with a 
chopper, which led to her admission to the observation 
ward. At first she was extremely violent, abusive, and 
noisy, threatening everyone. Later she was garrulous and 
cheerful, and exhibited flight of ideas. She had both 
grandiose and paranoid delusions. Everyone was against 
her because they were jealous, because she was so rich. 
She had been left a great fortune. and a house in Ireland. 
She had a mink coat and cape. A dozen men in the neigh- 
bourhood were in love with her, and two were fighting a 
duel over her. She had adopted a baby girl and the 
neighbours were jealous of that, too. She said that she was 
pregnant, and that she had an oil painting worth £75,000. 
She said that she received messages from God and that she 
was a faith healer. 

Physical Findings—No abnormalities found except for 
an increase in muscle tone and generalized increase in all 
tendon reflexes. Plantar responses flexor. Blood and 
C.S.F., W.R. positive. 

Psychiatric Picture. — Acute mania with grandiose 
delusions, flight of ideas and aggressive behaviour. No 
memory defect or other evidence of dementia. 


Case 9 


For six months this patient, a Jamaican woman aged 40, 
had had paranoid and grandiose delusions. She believed 
someone was trying to poison her by means of poisonous 
apples; that the neighbours put things in her bed which 
made her skin itch; and that they did “other terrible 
things” to her. She said they were after her morey. She 
wrote a cheque for £21,553 though she had only £15 in her 
bank account. She said this fortune was given to her by 
the Queen and she had written to the Queen about it. She 
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had not worked for the previous six months because of her 
supposedly sound financial position. She had been noisy 
at times, putting her bed out of the room, and soaking all 
the bed-linen in her possession with water. She said that 
everyone in the house, in the street, and in London, were 
trying to poison her to obtain her vast fortune. She was 
aurally hallucinated. She could hear the voices of the spirits 
which told her what to do. There was no memory defect 
or disorientation. 

Physical Findings.—No abnormality found except a slight 
suggestion of slurring of speech. Blood and C.S.F.:W.R. 
positive. 

Psychiatric Picture—A grandiose paranoid state with 
aural hallucinations. 


Discussion 


Of the nine cases here presented only one (Case 5) 
was a known case of G.P.I. The others had not been 
previously so diagnosed. It is of interest to note the 
diagnosis under which these patients were admitted to 
hospital. Three were diagnosed as toxic confusional 
states, one due to senility. Three others were considered 
to be suffering from manic states. One was thought 
to be a schizophrenic, another to be suffering from a 
psychotic depression, and another from hysterical 
amnesia. The commonest psychiatric picture in our 
nine cases was of an excited, irritable, restless state with 
confusion. The classical grandiose delusions were not 
at all prominent. Similarly, of Steel's (1960) 14 cases, 
six showed a manic, excited state and seven had 
symptoms of confusion. The features of confusion are 
(1) memory defect, particulariy for recent events, and 
(2) disorientation for time, place, and person. These 
two symptoms are pathognomonic of mental disorder 
due to organic brain disease. They are not found in 
other psychoses. Other recurring symptoms in our 
cases were confabulation, and symptoms of deterioration 
in personality and habits. The most frequent physical 
signs were pupillary abnormalities, slurring of speech, 
and tremor of the tongue and lips. Because of an 
incorrect diagnosis one of our patients had been 
operated upon for bladder incontinence. The same 
thing happened to one of Steel’s cases. 


From our experience in these cases we are impressed 
with the importance of excluding G.P.I. in every case 
of early organic dementia or confusional state; and 
every manic state with impairment of memory should 
be regarded with suspicion. We now feel that the 
Wassermann reaction should be performed in all 
psychoses. We have been impressed with the importance 
of repeating the W.R. when a negative result does not 
support the clinical picture. In three of our cases the 
W.R. was negative the first time and positive on 
repeating the test. 

It is now 15 years years since the 1939-45 war ended, 
about the correct time interval for the appearance of 
G.P.I. from syphilis contracted during the war. During 
this period many patients were treated with penicillin 
for infections other than syphilis, and this may well 
have hidden the primary and secondary manifestations 
of the disease. This treatment, of course, would have 
been inadequate for the complete treatment of syphilis, 
and would not have prevented the occurrence of G.P.I. 
to-day. Though the disease is now almost forgotten, 
only 20 years ago G.P.I. was far from rare. Our recent 
experience suggests that G.P.I. must once again be 
considered in the differential diagnosis of psychotic 
states. 


Summary 

Nine cases of G.P.I. are described, all admitted in 
1959 to an observation ward which had a total of 447 
admissions during that year, an incidence of 2%. 

It is suggested that the incidence of G.P.I. is increasing 
owing to syphilis contracted during the 1939-45 war. 

The wide use of penicillin during and after the war 
may have hidden the early stages of syphilis, but may 
not have eradicated the disease. 

The psychiatric picture of G.P.I. is discussed, the 
commonest features in our cases being memory impair- 
ment, confusion, disorientation, personality deterioration, 
manic excitement, irritability, and delusions. 

The commonest physical findings were pupillary 
abnormalities, slurring of speech, and tremor of the 
tongue. 

The importance of excluding G.P.I. in all psychoses 
with evidence of early dementia is emphasized. 


We are indebted to Dr. J. S. Harris, physician-superinten- 
dent of Claybury Hospital, for his assistance with the case 
histories and clinical findings in some of the cases. 
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A COMPARISON BETWEEN EPIDURAL 
ANAESTHESIA AND BED REST 
IN SCIATICA 


BY 


E. N. COOMES, M.B., M.R.C.P., D.Phys.Med. 
St. Thomas's Hospital, London* 


Epidural anaesthesia is by no means a new method in 
the treatment of sciatica. Cathelin (1901) used it as a 
new route for spinal injection and described its 
application to man. Caussade and Queste (1909) 
reviewed several cases in which “ sciatica” had been 
relieved by spinal injection of “stovaine” (amylocaine 
hydrochloride) ; but their criteria for diagnosis of the 
patients and their description of the technique were 
rather vague. Evans (1930) investigated the results in 
40 patients with sciatica, and claimed that 22 were 
cured ; up to 145 ml. of fluid was injected, the average 
being 98 ml. On different occasions he injected normal 
saline, 1% procaine, 2% procaine, and 1% procaine 
followed by normal saline; 14 of the patients had 
neurological signs, recorded as impaired or absent ankle- 
jerks. In 39 of the 40 patients straight-leg raising was 
painful. 

Kelman (1944) recorded the results of 486 injections 
into 116 unselected patients with “sciatica.” Eight of 
them were “cured,” 41 showed marked improvement, 
45 had moderate improvement, 17 had slight improve- 
ment, and 5 showed no change. He _ pointed 
out that the relief of pain outlasted that expected 
from the anaesthesia, and suggested that the treatment 
had some effect on the primary cause of pain. 
In the light of more recent knowledge regarding disk 
prolapse and sciatica, it is likely that there were other 
causes of pain in the leg in these two series, making an 
interpretation of their results rather difficult. Cyriax 
(1957) laid down comprehensive indications regarding 
selection of patients for this form of treatment, and 
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advocated epidural anaesthesia as the conservative 
treatment of choice for patients who have a low-lumbar- 
disk lesion, with nerve-root pressure, and neurological 
signs in the affected leg. Bladder symptoms were 
regarded as a contraindication. 


It is the object of this paper to: compare the results 
of treatment by epidural injection and that by rest in 
bed. Both are effective, but no previous comparison has 
been recorded, and there are important differences 
between them. 


Materials and Methods 


Two groups of 20 out-patients with sciatica were 
studied. The patients in both groups were in severe pain 
which was not controlled by simple analgesics, and were 
comfortable only in bed. Pain was graded thus 
for the investigation: 3 = severe crippling pain—patient 
forced to stay in bed; 2 = severe pain partially 
controlled with analgesics, patient not in bed ; 1 = pain 
of nuisance value controlled with simple analgesics ; and 
0 = no pain. : 

The duration of symptoms before treatment was 
comparable in the two groups ; in the bed-rest group the 
mean duration was 31 days, and in the epidural group 
37 days. This difference was not considered significant 
(S.E. 10.5). The age distribution of the groups was 
similar: 26-64 years (mean 45) for the bed-rest group 
and 16-70 (mean 41) for the epidural group. The sex 
distribution in the groups was the same—7 women and 
13 men. 

A full history was taken and a full clinical examination 
carried out on all patients. Particular care was taken to 
exclude any other organic disease that could present as 
“sciatica” As a result of this two patients were 
excluded: one had a staphylococcal extradural abscess 


with involvement of the third lumbar-nerve root, and - 


the other had a carcinoma of the rectum eroding back- 
wards into the greater sciatic notch. In both of these 
patients the x-ray findings were abnormal ; although in 
the former the x-ray film was normal when he was first 
seen. The scheme of examination of the locomotor 
system was the standard employed in this hospital. The 
lumbar movements of flexion, extension, and lateral 
flexion were performed and recorded, special note being 
made of the range, and whether or not pain radiated 
to the affected leg during each movement. 

The sacro-iliac joints were tested by pressure on the 
iliac crests from the front, side, and back. Hip move- 
ments were tested and recorded. None of the patients 
showed any abnormality in these two joints. Careful 
note was next made of the angle of straight-leg raising 
both on the normal and on the affected side, with the 
patient lying flat on his back. It was also noted whether 
flexion of the cervical spine made any difference to the 
pain in the leg when straight-leg raising had reached its 
maximum. Ely’s sign, which is virtually a reversed 
straight-leg raise, was looked for. The patient lies prone 
and both hips are extended in turn. This manceuvre 
stretches the femoral-nerve and upper-lumbar-nerve 
roots, whereas the ordinary straight-leg raise stretches 
the sciatic-nerve and lower-lumbar-nerve roots. 

Evidence of neurological involvement was sought : 
muscle power was tested, and reflex change and sensory 
loss were noted. Less importance was placed on the 
latter owing to its apparent variability from day to day. 
There is much overlapping of the motor-nerve supply 
in the legs from various lumbar-nerve roots, and as a 


basis the M.R.C. (1943) pamphlet on peripheral-nerve 
injuries was used. However, lesions at various levels 
produced a fairly constant pattern in all the cases 
examined. The muscles selected for testing, with the 
various root levels, are shown in Table I. 


TABLB I.—Muscles Selected for Localizing Neurological Pressure 








oma Muscle Movement 

L2 Psoas iliacus .. Hip flexion 

L3 LS pene os Knee extension 

L4 { ibialis anterior sig . Dorsiflexion of ankle 
Extensor hallucislongus .. o o» feat toe 

L5 { Peronei Rt Pronation offoot” ° 

aii es 33 Standing da tiptoe 
Hamstrings .. Flexion of knee 
Gluteus maximus Wasting of buttock 











The degree of muscle power was noted as being: 
(1) normal, not overcome, or only just overcome at 
maximum contraction ; (2)-slightly weak, overcome fairly 
easily at maximum contraction ; and (3) weak, overcome 
easily at maximum contraction. 

The reflex changes at the knee and ankle were noted 
—the knee reflex being impaired in L 3 root lesions and 
occasionally with L 4 root lesions, and the ankle reflex 
in S1 root lesions and sometimes in L5 lesions. The 
changes were recorded as being: normal, impaired, 
obtainable on reinforcement only, and absent. Neuro- 
logical signs were arbitrarily taken to be present when 
there was more than one weak muscle in the group under 
test, or when one muscle was weak and accompanied by 
corresponding reflex change or quite definite sensory 











loss. For the distribution of cases see Table II. 
TaBLe II.—Distribution of Cases 
Root Bed-rest | Epidural Root Bed-rest Epidural 
Level Group oup Level Group roup 
ae 4 2 LS 1 | 0 
L4 2 3 LSandS1 0 2 
L4and 5 | 1 0 $1 12 13 











X-ray films of the lumbar spine and sacro-iliac joints 
were taken as a routine to exclude any gross bone or 
joint disease. No special note was made of disk 
degeneration, as it did not necessarily correspond to the 
level of nerve-root involvement. Radiologically, disk 
degeneration was as often absent as present. By these 
criteria all the x-ray appearances were normal. The 
method of selecting patients was that alternate cases 
fulfilling these criteria were either put to bed at home 
on fracture-boards or admitted to hospital and given such 
analgesics as were necessary to ease the pain. The 
other group were given an injection of 50-60 ml. of 
0.5 procaine epidurally via the sacral hiatus. 

The technique used was a simple procedure and was 
done on an out-patient basis, strict asepsis being 
observed. A 50-ml. dry-sterilized syringe and a dry- 
sterilized lumbar-puncture needle were used. The 
syringe was filled with 50 ml. of 0.5% procaine and put 
on one side. The patient was told to lie prone and the 
sacral hiatus was located by feeling for the two cornua : 
the skin was then sterilized locally by spirit, ether, or 
acriflavine 1:1,000. The operator’s thumb was held 
over the two cornua so as to feel the landmark of the 
site of the sacral hiatus. With the other hand the needle 
was pushed through the skin vertically and then turned 
through an angle to bring the needle in line with the 
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sacrum. It was then pushed in several inches through 
the sacral hiatus. The patient was asked to cough to 
make sure that the needle was not lying intrathecally or 
in a vein. 50 ml. of procaine was then injected slowly, 
the injection taking about 10 minutes. No difficulty 
was encountered provided.the needle was in the correct 
position. If undue pressure was met, it usually meant 
that the needle was incorrectly sited. One hand was 
placed flat on the sacrum to feel if any of the fluid was 
entering extrasacrally ; if so, it would very soon show 
itself as a swelling over the sacrum, or in one or other 
sacrospinalis muscles. 

While the injection was being given most of the 
patients complained of a temporary dull ache followed 
by pain down the affected leg. This passed off in a 
minute or so if the injection was halted. It might be 
necessary to stop many times during the injection to 
allow the exacerbation of pain to settle. When the 
injection had been completed the patients were told to 
iie flat to counteract the temporery hypotension that 
may develop after this manceuvre. The injection caused 
no sensory change or loss of motor power in any of the 
cases treated, presumably because the procaine solution 
was too weak to penetrate far enough to anaesthetize 
motor, pain, or touch fibres passing through the larger 
lumbar-nerve roots, only the fine dural and root-sheath 
nerve endings being affected. After the injection these 
patients were examined and the findings recorded. At 
this time most of the patients experienced complete or 
considerable relief from pain, and straight-leg raising 
rose, often to normal. 

The patients were now allowed to return home and 
were not given any special advice regarding bed-rest. 
They could be up and about, but were not to return 
to work: and should there be any further pain they 
were told to take simple analgesics—usually tab. codein. 
co., tab. A.P.C., or aspirin or whichever analgesic suited 
them best. Both groups of patients were seen at weekly 
intervals and re-examined, the findings and the patients’ 
assessment of pain being recorded. When the pain had 
gone or was of a low order (nuisance value), when the 
straight-leg raising was full or nearly so, and when they 
were able to walk around normally they were designated 
as “cured” for the purpose of the investigation. 


Results 


Each of the two accompanying histograms represents 
the sum of individual cases. 20 cases are included in 
each block, the height of which represents the number 
of weeks taken to attain relief of pain when up and 
about. The number of injections given to the epidural 
group is shown under each column. The first fact that 
becomes evident is that the epidural group did much 
better than the bed-rest group, almost uniformly. The 
mean time taken for the bed-rest group to recover was 
31 days and the epidural group 11 days. This result is 
highly significant (P<0.001) and very unlikely to have 
occurred by chance. 

The first three cases shown in the epidural group 
obtained complete relief of pain after injection, and the 
straight-leg raising maintained its rise. In the last 


patient, who took six weeks to recover, the injection was 
not repeated more than once because of considerable 
technical difficulty in siting the needle correctly in the 
sacral canal. The duration of symptoms before any 
treatment was started did not seem to bear any 


relation to the length of time taken to recover in either 
group. The age of the patients did not appear to affect 
the rate of recovery. The older and younger patients 
recovered at the same rate ; this applied to both groups. 
There was no difference between the rate of recovery in 
the sexes, and the level of neurological involvement did 
not bear any relation to rates of recovery in either 
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group. Patients with L3 root lesions recovered as 


quickly as patients with $1 root lesions. 


When both groups were finally seen before discharge, 
the state of the neurological signs was assessed, being 
classified as: completely relieved, improved, unchanged, 
and worse. The criteria used in this final assessment 
were the same as those used throughout, and it was 
possible to make some assessment of the state of the 
neurological signs by comparing the findings on different 
dates. The most striking feature in Table ITI is that’ 
the epidural group had a greater improvement in neuro- 
logical signs than the bed-rest group. Neurological 


Taste IIl.—Neurological State at End of Treatment 
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improvement occurred in only 5 out of 20 in the bed-rest 
group, whereas 12 out of 20 improved in the epidural 
group ; from each group, one patient had complete relief 
from neurological signs (both of these patients were 
under 30). The two patients in the bed-rest group who 
had worsening of their neurological signs completely 
lost their ankle reflex, which previously had been present 
on reinforcement, their motor signs remaining the same. 


Discussion 


From this investigation it appears that epidural 
injection is a better form of conservative treatment for 
this group of patients than bed rest. The method of 
action of “spontaneous cure,” as this relief of pain is 
often called, is obscure, and it is probably unwise to 
postulate any of the attractive theories of action. 
However, several features are worth further considera- 
tion: firstly, that, after epidural anaesthetic treatment, 
in 12 out of 20 cases their neurological signs had 
diminished by the time they were free from pain, 
compared with 5 out of 20 in the other group. A 
mechanical effect must play some part in this. Evans 
(1930) carried out some experiments in which stained 
fluid was injected through the sacral hiatus of a cadaver. 
He found that after injection of the first 10 ml. fluid 
was seeping along the dural sheaths, and, as more was 
introduced, the dura, which was anchored anteriorly 
to the disks, was displaced forwards, inwards, and 
upwards. 

After 100 ml. some of the stained fluid was found in 
the cervical region. Although this mechanical effect 
must be accepted, I have on three occasions injected a 
similar amount of normal saline epidurally in 
comparable patients, not included in this series, with no 
improvement whatsoever; if anything, the pain was 
made much worse. The combination of an anaesthetized 
nerve sheath, of hydrostatic effect, and of painless 
lumbar movement must bring improvement either by 
relieving pressure on the nerve root or by increasing 
pressure, both of which are capable of relieving pain, 
though by different mechanisms. One patient in the 
epidural group, with a high lumbar-disk lesion 
complicated by considerable scoliosis, lost her neuro- 
logical signs 48 hours after the epidural injection, 
although the scoliosis remained. Laminectomy was 
considered ; but this did not prove necessary, as she 
gradually became straight with serial lumbar plasters. 

It should be pointed out that three patients, not 
included in the study, who had been treated with~ 
prolonged bed rest and epidural injections had little 


relief from pain. Their neurological signs were 
unchanged. These patients had to be referred for 
laminectomy, at which large protrusions were 


successfully removed, with complete relief of pain. The 
complications of this treatment do not seem to be 
frequent. Cyriax (personal communication, 1957) 
stated that he had no serious complications in over 
20,000 cases; though one patient was sensitive to 
procaine and had a reaction, necessitating artificial 
respiration for two hours, but was none the worse for 
this. 

In two other cases an aseptic meningitis was 
produced that cleared in 10 days with no treatment. 
This complication was attributed to contamination of 
the syringe, during boiling, by acriflavine that had found 
its way to the sterilizer. Davies et al. (1958) reported 
the case of an elderly patient who had thrombosis of the 


E/ 


anterior spinal artery with permanent paraplegia after 
epidural injection of an anaesthetic for a femoral hernia 
operation. Their technique was not that discussed in 
this paper: the injection was between L 1 and L 2, and 
27 ml. of 1.75% lignocaine with adrenaline 1 : 300,000 
was given. Although not strictly comparable, this point 
should be borne in mind in dealing with elderly patients 
with poor vessels. 

No complications were encountered in the present 
investigation ; the only trouble met with was transient 
dizziness and hypotension lasting up to half an hour, 
and mild headache lasting at the most an hour or so, 
probably caused by the rise in intrathecal pressure of 
30 mm. of C.S.F. that occurs with epidural injection 
(Evans (1930) pointed shis out when he put a lumbar- 
puncture needle intrathecally, attached to a manometer, 
while giving the injection.) Apart from these mild 
complications no trouble was encountered, and epidural 
anaesthesia is felt to be a safe procedure for out-patients. 


With regard to the residual motor weakness, though 
electromyographic tests were not carried out in this 
investigation, D. A. H. Yates (1960, personal com- 
munication) found varying degrees of neurapraxia and 
denervation present in the muscles of similar patients, 
and has followed them up. Recovery from the former 
occurred in all cases in two months or less, and from 
the latter in about six months in most cases. Coérs and 
Woolf (1959) carried out methylene-blue biopsies on this 
type of patient and found considerable peripheral 
branching or reinnervating terminal-nerve fibres, which 
is probably the mechanism of recovery involved in the 
denervated cases. 

One last point that must not be overlooked in 
considering the two different treatments under discussion 
is the comparative financial cost. It is far more expensive 
for the patient to go to bed, remain off work for at least 
a month, if not more, than to be treated by epidural 
injection as an out-patient, with relief of pain in about 
a third of the time. 


Summary 

A comprehensive system of examination for cases 
suffering from sciatica has been put forward, and criteria 
for selection of patients for this investigation have been 
formulated. All the patients included had nerve-root 
pressure with neurological signs in the affected leg ; none 
of them had bladder paresis. 

Forty patients were studied, alternate ones being put 
into a bed-rest group and an epidural group. There was 
no significant difference in age, sex, duration of 
symptoms, or nerve-root-level involvements in the two 
groups. 

The criteria for “cure” were loss of pain and 
normality of straight-leg raising with or without neuro- 
logical improvement. The mean time taken for the 
bed-rest group to recover was 31 days, and for the 
epidural group 11 days. 

Five patients in the bed-rest group and 12 in the 
epidural group showed improvement in the neurological 
signs. 

The mechanism for this is discussed and the financial 
aspect of prolonged bed rest is emphasized. 

Other series of patients suffering from sciatica, 
treated with epidural anaesthesia, are briefly reviewed. 


I thank Dr. P. Bauwens and Dr. J. H. Cyriax, of the 
Department of Physical Medicine, St. Thomas’s Hospital, 
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for permission to carry out this study on patients under their 
care, and Professor J. H. Kellgren, who kindly read the 
proofs. 
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GOUT AND THE HAEMOGLOBIN 
LEVEL IN PATIENTS WITH CARDIAC 
AND RESPIRATORY DISEASE 


BY 


J. G. LEWIS,* M.D., M.R.C.P. 
Medical Registrar, Brompton Hospital, London 


Secondary polycythaemia as a cause of gout appears 
to be rare, for it receives no consideration in textbooks 
by such authors as Cohen (1955) and Talbott (1957), and 
has not been observed by such rheumatologists as A. G. 
Mason (1960, personal communication) or A. T. 
Richardson (1960, personal communication). That this 
is sO may in part be due to selection, for the usual 
causes of secondary polycythaemia are long-standing 
cardiac and respiratory disease. The presence of gout 
in these conditions may be overshadowed by the major 
disease, and hence this association is more likely to be 
seen by cardiologists and chest physicians. 

The relatively high frequency of gout in primary 
polycythaemia contrasts with the apparently low one 
in secondary polycythaemia; this is surprising, since 
the production of red blood cells, as shown by radio- 
active-iron studies, is several times the normal in both, 
and the blood volume similarly increased (Lawrence 
et al., 1953). Although the relationship is not mentioned 
in standard textbooks of cardiology, there have been 
occasional reports of gout in those with congenital 
heart disease. An example was reported by Yii et al. 
(1953) in a man aged 50 with haemoglobin level of 
23 g./100 ml. and a serum uric acid of 9.8 to 11.2 
mg./100 ml. who had had cyanotic heart disease from 
birth. At the age of 35 he had his first attack of gout, 
and subsequently developed tophi and heart failure. 

There are probably a number of unpublished cases, 
for the combination of gout with congenital heart 
disease has been observed once by A. St. J. Dixon 
(1960, personal communication), and several times by 
J. Somerville (1960, personal communication), who 
regards gout as a not infrequent complication of long- 
standing congenital cyanotic heart disease. Talbott 
(1959) has described an example of gout in a man with 
acquired valvular heart disease and secondary polycy- 
thaemia. This form of gout has been shown by Yii 
et al. (1953) to be secondary to an increased red-cell 
turnover with an overproduction of uric acid from 
nucleo-proteins. Yii et al. (1956) demonstrated, using 
15N-labelled glycine, that there was a different meta- 
bolic pathway involved from primary gout. 





*Now at Charing Cross Hospital. 


Another condition characterized by levels of haemo- 
globin as high as those in congenital heart disease is 
mountain sickness. It is of interest that Monge (1943) 
noted that excruciating limb pain was common in this 
condition, but he did not state whether this was gout, 
or if hyperuricaemia occurred, though certain mountain- 
dwellers, the Creoles, are subject to gout (Loewy and 
Wittkower, 1937). 


There appear to be few, if any, reported cases of 
gout secondary to the polycythaemia of respiratory 
disease. This may be because polycythaemia is an 
unusual response to the anoxia of respiratory failure 
(Wilson et al., 1951). Moreover, whereas patients with 
congenital cyanotic heart disease may have gross 
polycythaemia for years, this is unusual with anoxic 
pulmonary disease. However, with the use of anti- 
biotics the prognosis of those with respiratory disease 
has improved so that it is feasible that they may now 
live long enough to develop hyperuricaemia, and 
eventually gout. There are, it should be noted, other 
causes of an elevated serum uric acid in patients with 
cardiac or respiratory disease, such as the effects of 
anoxia, congestive heart failure, and diuretics on the 
kidneys, as well as familial gout and polycythaemia 
vera. 

The studies presented here were undertaken to 
determine the frequency of gout in patients with 
cardiac and respiratory disease who might be expected 
to have secondary polycythaemia. As a guide the 
readily available haemoglobin estimation was arbitrarily 
considered, when it was 120% or more, to indicate 
secondary polycythaemia.. A previous study by Lewis 
and Gardner (1960) on patients with long-standing chest 
disease showed that hyperuricaemia occurred most 
frequently at these levels of haemoglobin. 


Materials and Method 


The investigation was carried out at the Brompton 
Hospital for Diseases of the Chest. In 90 subjects (77 
men and 13 women) who were known to have had a 
haemoglobin level of 120% (17.5 g./100 ml.) or more 
during the period January, 1958, to March, 1960, the 
case-notes, and where possible the patients, were studied 
for a suggestive history of actue joint pain or a 
previous diagnosis of gout. In addition, the records 
over the past few years of all the patients with gout 
known to the hopital were examined with reference to 
the associated haemoglobin level. Serum uric acid 
dJevels were measured by Folin and Trimble’s (1924) 
modification of the method of Folin (1922). The range 
of normal accepted was 1.5 to 6 mg./100 ml. The 
haemoglobin level was estimated by the oxyhaemo- 
globin method, using a photoelectric colorimeter with 
a neutral grey solution as a standard. A haemoglobin 
of 100% was taken to equal 14.6 g./100 ml. 


Gout in Patients with a Haemoglobin of 120% 
or More 


The number of patients attending the Brompton 
Hospital with cardiac and respiratory disease, who also 
have a very high haemoglobin level, is relatively small. 
During the 27-month period of survey there were 
approximately 7,500 estimations of the haemoglobin 
concentration, and only 90 patients had a value of 120% 
or over. The cardiac and respiratory diseases in these 
patients are shown in Table I. The serum uric acid 
was known in 21 of these patients (Table ID) ; the values 
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ranged from 4.1 to 9.5 mg./100 ml., and in seven patients 
there was hyperuricaemia. 

On reviewing the case histories of the 90 patients it 
was found that in three a diagnosis of gout had 
already been considered; a further patient gave a 
history of recurrent gout on direct questioning. In none 
was there a family history of gout. The case histories 
are as follows: 

Case A.—A man aged 37 in 1959 was known to have had 
congenital heart disease since infancy. In 1953 he com- 
plained of shortness of breath and coughing up blood. 
Cardiac catheterization was performed, and a diagnosis of 


TABLE I.—T ype of Disease in 90 Patients with Haemoglobin Levels 
of 120% or Above 


Disease No. 
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TaBLe II.—Serum Uric Acid Levels in 21 Patients From the Group 
of 90 With a Haemoglobin Level of 120% or Above 
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pulmonary hypertension with a patent ductus arteriosus was 
made. In 1959 he was found to have tuberculosis ; 
accordingly, treatment with streptomycin, p-aminosalicylic 
acid, and isoniazid was begun. Later in the year he 
complained of pain in the right big toe, which was swollen 
and hot, with red bands of inflammation over the two 
terminal joints. The condition resembled acute gout; the 
serum uric acid was 6.6 mg./100 ml. and the haemoglobin 
level 150%. There was no immediate response of the pain 


to colchicine, but the toe slowly became less painful ; after ° 


the attack the serum uric acid was 4.9 mg./100 ml. The 
same year he was readmitted to hospital with heart failure, 
haemoptysis, and pulmonary arterial thrombosis, and was 
treated with diuretics. 

Case B—A man aged 34 in 1942 was rejected from 
military service because of valvular heart disease. From 
this time he had effort dyspnoea, which became increasingly 
severe during 1956-7. Early in 1957 he dropped a plank 
on his big toe. The pain quickly subsided and he was able 
to work and walk, but a week later his great toe suddenly 
became red and painful, and he was unable to walk home. 
He was subsequently seen by an orthopaedic surgeon, who 
diagnosed gout and treated him accordingly. The toe was 
radiographed, and no bony injury was seen. The pain 
disappeared in two weeks. At a later date he was referred 
to the Brompton Hospital because of his dyspnoea, and a 
diagnosis of mitral and aortic stenosis was made. His 
haemoglobin level was 122%. An operation was performed, 
since when he has been given diuretic therapy. When seen 
in 1960 he said he had had no further attacks of joint pain, 


his haemoglobin concentration was 112%, and his serum uric 
acid 6 mg./100 ml. 

Case C—A man aged 30 in 1947, when he first 
complained of fatigue and coughing up blood, was diagnosed 
as suffering from Fallot’s tetralogy. In 1952 his haemoglobin 
level was 152%. When seen at the Brompton Hospital in 
1957 he gave a history of pain in his left big toe, which 
during an attack was sore, red, and extremely tender. He 
was later admitted to hospital, where he was noted to be 
plethoric, cyanosed, and clubbed, but had no gouty tophi. 
His haemoglobin was 149%. During his stay in hospital 
he had another attack, this time in his right big toe, and 
was treated with colchicine. In April, 1960, he was 
readmitted to hospital. His haemoglobin level was 134% 
and the serum uric acid 9.6 mg./100 ml. 

Case D.—A man aged 58 in 1959 gave a history of winter 
bronchitis for 15 to 20 years, and progressive and 
incapacitating shortness of breath for four years. For three 
to four years he had recurrent but infrequent attacks of 
gout in his big toe. On examination he was plethoric, 
cyanosed, overweight, and dyspnoeic. There were no tophi, 
and a radiograph of the left big toe showed no abnormality. 
He had clinical and electrocardiographic evidence of cor 
pulmonale and radiological changes of emphysema. His 
haemoglobin was 128% and the serum uric acid 6.9 mg./ 
100 ml. 

None of these patients had gouty tophi. However, 
these do occur, as is shown by the following case 
which was under the care of Dr. J. F. Goodwin at the 
Hammersmith Hospital. 

A man aged 49 had been short of breath since childhood. 
For 24 years he suffered from chronic bronchitis and for 
16 years he had four or five attacks of gout each year. 
There was no family history of gout. In 1957 he was 
admitted to hospital for investigation, and was noted to be 
plethoric and cyanosed. He had gouty tophi in the left 
ear, and an effusion in the right knee. Cardiac catheteriza- 
tion revealed a patent ductus arteriosus, with pulmonary 
hypertension. His haemoglobin level was 163%, R.B.C. 
9,500,000, P.C.V. 85%, W.B.C. 7,000/c.mm., and platelet 
count 72,000/c.mm. The red-cell mass was 4,000 ml., the 
plasma volume 2,060 ml., and the bone-marrow showed 
normoblastic hyperplasia. The serum uric acid was 16.2 
mg./100 ml., and the blood urea 36 mg./100 ml. He was 
treated with probenecid, calcium aspirin, and colchicine, 
but the latter gave only limited relief. 


Gout in Patients with Haemoglobin Level 
Below 120% 

In the records of several thousand patients there were 
13 in whom the diagnosis of gout was made. In all but 
one the haemoglobin levels were below 110%. Details 
of this exception are as follows: 

A man aged 64 had had for 30 years respiratory 
symptoms, initially of cough and latterly of increasing 
dyspnoea. Over the same period he had had recurrent gout. 
On examination he was red-faced and cyanosed, and had 
small gouty tophi in his ears. His pulmonary disease was 
mainly emphysema. He had noticed no connexion between 
the two disorders, but when he was admitted to hospital 
severely ill with respiratory insufficiency he had an associated 
flare-up of his gout in both knee-joints. His haemoglobin 
level was 118% and the serum uric acid 7.8 mg./100 ml. 


Discussion 

In the four patients with gout and a haemoglobin 
level above 120% it can fairly be assumed that the 
combination was closely related to the polycythaemia 
from cardiac or respiratory disease. These patients 
are also likely to be treated with diuretics, since 
secondary polycythaemia is often associated with heart 
failure (Cournand, 1950; Wilson et al., 1951). The 
role of such diuretics as the thiazide derivatives, which 
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may precipitate familial gout in these circumstances, 
may be difficult to assess, particularly in a first attack 
of gout. It can be argued that the combination of 
secondary polycythaemia, renal impairment, and 
diuretic therapy is a favourable one to cause gout, 
whether the patient is predisposed to familial gout or 
not. 


It is reasonable to suppose that gout occurring 
secondarily to polycythaemia should be seen especially 
in the severe forms of disorder treated by cardiac and 
respiratory departments, into which, moreover, patients 
are not admitted for gout alone. The total incidence 
of gout in patients attending the Brompton Hospital is 
not known, for only the in-patients are coded for 
disease. It is known that the frequency of gout in the 
general population is low even though the disease is 
often unrecognized. In a general-practitioner survey 
based on consultations the figures were 1.2 per 1,000 
for men and 0.4 per 1,000 for women (Logan and 
Cushion, 1958). Higher incidences may be expected in 
patients attending a hospital. In a general-hospital series 
of 200 patients, not admitted for the treatment of gout, 
there were two with gout (Beckett and Lewis, 1960), 
and in 200 consecutive in-patients with a haemoglobin 
level below 120% attending the Brompton Hospital 
there were also two with gout. Even so, the incidence 
of four diagnosed cases of gout in the 88 patients with 
cardiac or respiratory disease (Table I) and a raised 
haemoglobin concentration appears to be higher than 
expected by chance. 


For a diagnosis of gout secondary to polycythaemia 
certain criteria can be postulated. The cardiac or 
respiratory disease which causes the polycythaemia 
should be long-standing and should antedate the gout. 
In such cases a family history of gout is not usually 
obtained. There should be clinical evidence of plethora, 
with an elevated haematocrit and haemoglobin level, 
but no abnormality of the white cell or platelet count 
or splenomegaly to suggest polycythaemia vera. In 
these patients the arthritis clinically resembles primary 
gout, but tophi should not always be expected, as they 
are often an index of long-standing gout. The response 
of the joint pain to colchicine is not a reliable diagnostic 
test, since in an appreciable minority the expected 
benefit is not seen (Dixon, 1960, personal communica- 
tion). If these criteria are satisfied the diagnosis is 
likely, especially in congenital cyanotic heart disease 
where the polycythaemia is most extreme (Whitby and 
Britton, 1950) but cannot be proved without special 
studies. 

Recognition of the significance of the joint pain in 
those with heart disease is of importance in distinguish- 
ing it from other causes of arthritis such as rheumatic 
fever, as well as from vascular thromboses and the 
embolic manifestations of bacterial endocarditis. 


Summary 

The incidence of gout was investigated in 90 patients 
who had a haemoglobin level of 120% or more, all 
but two of whom had cardiac or respiratory disease. 
There were four patients in whom a diagnosis of gout 
was made, It was considered that a haemoglobin level 
of 120% indicated the presence of secondary polycy- 
thaemia. 


In a group of 200 patients with a cardiac or 
respiratory disease and a haemoglobin level below 120% 
there were two patients with gout. 


The serum uric acid levels were estimated in 21 of 
the 90 patients with a haemoglobin level above 120%. 
The highest values of serum uric acid were seen in 
patients with congenital cyanotic heart disease. 


It is considered that the importance of recognizing 
the association of gout with cyanotic heart disease is to 
distinguish it from other forms of arthritis, vascular 
thromboses, and bacterial endocarditis. 


The association of gout in patients with a high 
haemoglobin level was seen more often with cardiac 
than respiratory disease. 


I thank the consultant staff of the Brompton Hospital for 
allowing me to study their patients, and Dr. J. F. Geodwin, 
of the Hammersmith Hospital, for permission to include one 
of his patients. I wish to acknowledge the technical 
assistance of Miss J. Gardner in estimating the serum uric 
acid. 
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SUCCESSFUL CARDIAC MASSAGE AFTER 
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Cardiac massage after cardiac arrest under anaesthesia 
or during minor operative procedures has been 
commonly practised for many years. The first 
successful attempt was by Igelsrud in 1901 (Keen, 1904), 
and in 1953 Stephenson ef al. were able to collect 1,200 
cases. However, cardiac massage has been much less 
often attempted for cardiac arrest after myocardial 
infarction. The first successful attempt was made in 
1953 by Reagan et al. (1956), and since then fewer than 
a dozen successes have been reported (Reagan et al., 
1956; Beck et al., 1956; Celio, 1956; Mozen et al., 
1956 ; Hannon ef al., 1957; Bloomfield and Mannick, 
1958 ; Nickel and Gale, 1959; Walton, 1960). The only 
one recorded in this country (Walton, 1960) occurred 
in a ward patient with a known myocardial infarct. In 
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the case reported here cardiac arrest occurred in a man 
waiting for attention in the hospital casualty department. 


Case Report 


A 39-year-old Pole, who worked as a cleaner in a biscuit 
factory, came to the casualty department of King’s College 
Hospital on February 6, 1960, at 8.15 p.m. At 8.30 p.m. he 
was found slumped in a chair in the middle of a long queue 
of patients. He was semiconscious, with obstructed respira- 
tion but with a good colour and a regular pulse of poor 
volume. He was quickly carried into the nearest examina- 
tion-room. Within a few minutes his respirations became 
gasping. Nikethamide (“coramine”) 5 ml. intravenously 
was given with no apparent effect. Shortly afterwards his 
radial pulse disappeared, and within a minute respiration 
also ceased. He rapidly became deeply cyanosed. At this 
time his past history was not known, and he had not been 
questioned or examined prior to his collapse. As it was 
apparent that respiratory failure. had occurred subsequent 
to cardiovascular failure, a diagnosis was made of cardiac 
arrest, probably secondary to myocardial infarction. It was 
then 8.42 p.m. 

His clothes were cut away, and, after brief auscultation 
over the praecordium, the chest was opened by a 14-cm. 
incision in the fifth left intercostal space. Simultaneously a 
cuffed endotracheal tube was passed. No bleeding occurred 
from the chest wall, and the heart was found motionless. 
Cardiac massage was begun, without opening the pericar- 
dium, within three minutes of the disappearance of the radial 
pulse. At the same time the lungs were inflated with oxygen 
from Boyle’s machine by intermittent positive pressure. 
Initially the ribs were held apart with a Mason gag, but this 
proved inadequate, and after a few minutes the fourth rib 
had to be broken to relieve pressure on the operator’s wrist. 

The patient’s colour improved slowly, although a peri- 
pheral pulse could not be felt. At 8.47 p.m. nikethamide 
5 ml. was injected into the cavity of the left ventricle. Within 
a minute slow spontaneous respirations returned. At the 
same time weak ventricular movement began. 
next 10 minutes the patient’s condition continued to improve, 
but at 8.50 p.m. ventricular fibrillation developed. Cardiac 
massage, at about 40 compressions a minute, and manual 
intermittent positive-pressure oxygenation were maintained 
throughout. The patient-remained deeply unconscious, with 
slightly cyanosed face and limbs, widely dilated pupils, and 
cold perspiration on his forehead. 

An intravenous transfusion of group O rhesus-negative 
blood was set up, and at 9.10 p.m. an anaesthetist arrived 
with a cardiac defibrillator. Cloth-covered electrodes, 
moistened with saline, were applied across the ventricles, 
and at 9.20 p.m. defibrillation was attempted. A single 
shock of 150 volts, a double shock of 150 volts, and a single 
shock of 200 volts were ineffective. At 9.22 p.m. a double 
shock of 200 volts restored strong regular contractions, 40 
minutes after cardiac arrest had originally occurred. Cardiac 
massage was therefore stopped and at 9.25 p.m. the systolic 
blood-pressure, previously unrecordable, was 100 mm. Hg; 
the patient’s colour was good, and his radial pulse easily 
palpable. 

Over the next 20 minutes his level of consciousness rose 
steadily. He became very restless, and 50% nitrous oxide 
was added to the oxygen. His restlessness continued, how- 
ever, and was controlled by repeated 50-mg. doses of 
suxamethonium (“scoline”). After 400 ml. of blood had 
been given an infusion of 5% glucose in 0.2 N saline was 
started. 

At 9.55 p.m. the systolic blood-pressure was 140 mm. Hg. 
One ampoule of “ crystamycin”’ (penicillin G 500,000 units 
and streptomycin 0.5 g.) was emptied into the pleural cavity, 
atropine 0.6 mg. intravenously was given, and closure of 
the chest was begun by a surgical registrar. Nitrous oxide, 
oxygen, and intermittent suxamethonium were used to main- 
tain anaesthesia. After 200 ml. of the glucose-saline 
solution had been given the infusion was changed to triple- 
strength plasma to minimize the danger of cerebral oedema. 


During the’ 


By 10.17 p.m. the chest had been closed, with an under- 
water drain through a stab incision in the sixth intercostal 
space. The systolic blood-pressure was then 150 mm. Hg. 
The patient was still unconscious, with dilated pupils, 
generalized spasticity, ankle clonus, and extensor plantar 
responses. He was also extremely restless, with thrashing 
uncoordinated movements of his limbs. Pethidine 25 mg. 
intravenously was given four times in the next 25 minutes, 
and the patient became adequately sedated. Digoxin 0.75 
mg. intravenously was also given. 

Up to this point the whole procedure was carried out in 
a small examination-room in the casualty department. At 
11.05 p.m. the patient was transferred to the ward, and half 
an hour later an electrocardiogram recorded on a cathode- 
ray oscilloscope showed sinus rhythm with large Q waves 
over the praecordium and an elevated S-T segment. During 
the next three hours the patient was retching and extremely 
restless, and eventually 150 mg. of pethidine, 50 mg. of 
chlorpromazine, and 10 mg. of perphenazine were given. 
An elective tracheostomy was performed under local 
anaesthesia in anticipation of a chest infection, and treatment 
with crystamycin 1 phial- b.d. and penicillin 1 mega unit 
six-hourly was started. 

It was subsequently discovered that the patient had been 
in King’s College Hospital from August 19 to October 6, 
1959, with a transmural myocardial infarct in the antero- 
septal region. Moreover, three days before cardiac arrest 
occurred he had attended an out-patient clinic complaining 
of retrosternal pain on exertion for the past week. 

The post-operative period was uneventful. Digitalization 
was maintained, diuretics were given and mephentermine 
(“ mephine”’) 30 mg. intramuscularly was given hourly to 
maintain a systolic blood-pressure above 100 mm. Hg. Next 
day the patient was alert and orientated, and ‘described 
experiencing a severe crushing pain in his chest the previous 
afternoon, exactly similar to the pain he had had at the 
time of his previous infarction, six months before. He 
remembered coming to the hospital and collecting his 
casualty card, though not the events that followed. A chest 
x-ray film taken that day showed congestion of both lungs, 
greater on the left, and an E.C.G. showed evidence of further 
transmural infarction (Fig. 5). 

On February 8 the administration of mephentermine was 
stopped, the tracheostomy tube was removed, intravenous 
fluids were stopped, and oral feeding was started. At 
this time, however, the patient became confused and 
disorientated, probably as a result of cerebral oedema, and 
did not recover fully for three days. He was then left with 
a memory loss, from midday on February 6 to the evening 
of February 10, which he has never regained. On February 
9 the thoracic drain was removed and on February 10 
digitalis and diuretics were stopped and anticoagulation with 
phenindione was started. This has been maintained ever 
since. On February 15 a chest x-ray film showed that the 
left lung field had cleared completely, although the 
diaphragm was still tethered to the chest wall, and on 
February 19 all antibiotics were stopped. The chest wound 
healed rapidly with no sign of infection. The blood- 
pressure remained at about 95/60 mm. Hg for several weeks, 
but at no time did cardiac failure or arrhythmia develop. 
The patient was allowed out of bed for the first time on 
March 16 and discharged to a convalescent home on April 5. 
A chest x-ray film on March 29 showed that the heart was 
actually smaller than it had been six months previously and 
that all adhesions at the base of the left lung had cleared. 
An E.C.G. taken on the same day (Fig. c) showed an 
unchanged general pattern with the normal changes of a 
healing infarct. 

A few days before he left hospital the patient’s I.Q. was 
estimated to be 76 on the Wechsler scale, placing him in the 
“dull and backward” range. Because he was a foreigner 
with no lifelong acquaintances and an imperfect command 
of English it was difficult to assess his previous I.Q., but 
it is unlikely that it was significantly higher. He had never 
had or sought any skilled job, and his landlord, his friends, 
and the houseman responsible for his care the previous year 
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could net detect any change in his intellect or his personality, 
except that he appeared less worried by his health than in 
the past. 
Discussion 

The immediate cause of death in myocardial infarction 
is usually either cardiac failure or cardiac arrest. The 
distinction between these two is important (Reid et al., 
1958). In cardiac failure death occurs because the 
myocardium is so extensively damaged that it is no 
longer capable of providing a sufficiently powerful 
contraction to maintain an adequate circulation. In 
cardiac arrest death occurs because the specific 


conducting tissue of the heart fails, although the 
myocardium itself may not be severely damaged. This 
may be due to a gross and histologically demonstrable 
More commonly, 
29.3.60 


lesion of the conducting tissue. 
4.9.59 7.2.60 








wiht 

















Be ge a 
J fea tia ie 
b ii 




















(a) E.C.G. recorded on September 4, 1959, two weeks after the 
ae myocardial infarct, showing a transmural antero-septal 
lesion. 

(6) E.C.G. recorded on February 7, 1960, the day after cardiac 
arrest occurred, mage | a recent transmural anterior and apical 
infarct in addition to the previous lesion. Leads 7.V5 and 7.V6 
were taken instead of V because of the thoracotomy dressings. 

(c) E.C.G. recorded on March 29, 1960, seven weeks after 
cardiac arrest occurred, showing a healing transmural anterior 
and apical infarct. The positive potential R in lead V1 suggests 
that right ventricular enlargement has taken place. 


however, it is due simply to a temporary electrical 
instability, a disturbance of the normal self-repeating 
pattern of electrical impulses by local injury currents 
from damaged cells in the neighbourhood. In such 
cases, as Beck ef al. (1956) illustrated so vividly with 
their analogy of the clock in which the pendulum is 
jarred, the mechanism is motionless but intact, and only 
needs to be triggered into activity, to be given a second 
chance, to function just as before. This is why resuscita- 
tion may be possible after cardiac arrest but not after 
cardiac failure. 

The available literature suggests that if cardiac 
massage is attempted soon after arrest has occurred the 
chance of successful resuscitation is surprisingly high. 
The 11 cases of successful resuscitation so far published 
are accompanied by only three failures, and in each of 
these there were good reasons why resuscitation was 
unsuccessful ; either the patient’s general condition was 
very poor, oxygenation was inefficient, or other lesions 
were also present. In any case, in so grave a situation 
there is everything to gain and nothing to lose in 
attempting resuscitation. 

It has often been demonstrated in animal experiments, 
and since confirmed clinically by experience of cardiac 
arrest under anaesthesia, that irreparable brain damage 
occurs after between three and four minutes of circula- 
tory arrest. If the heart has been slowly failing before 
arrest occurs this interval will be reduced. Thus 
resuscitation, to be effective, must be immediate. 
Though there are reported cases of successful resuscita- 
tion by pounding on the chest wall, by pricking the 
heart with needles, or by intracardiac injections, such 
cases are rare. We believe that attempted resuscitation 
by these means is not only unlikely to be successful but 
is dangerous, for it serves only to delay cardiac massage. 
Immediate massage is the most effective means of 
restoring a spontaneous  heart-beat because it 
re-establishes the coronary circulation and oxygenation 
of the myocardium, and consequently restores the ability 
of the myocardium to respond to stimulation. It is also 
the only technique that maintaihs an adequate cerebral 
circulation during the period before a spontaneous heart- 
beat returns. 

Reluctance to perform an immediate and unsterile 
thoracotomy when even the diagnosis of cardiac arrest 
might be in doubt is understandable. However, the 
diagnosis is confirmed by failure of the initial skin 
incision to bleed, and under these circumstances, even 
if the heart is found still beating, the cerebral and 
coronary circulations are almost certainly inadequate, 
and so thoracotomy is completely justified. The dangers 
of performing a thoracotomy without sterile precautions 
seem surprisingly slight. In the 11 cases previously 
mentioned infection was a serious problem in only two, 
and in only one was it eventually fatal. To delay cardiac 
massage in the hope that it may be avoided greatly 
increases the risk of death or severe cerebral damage, 
and is thus more hazardous than immediate thoracotomy. 

Cardiac arrest is a fairly common cause of death in 
a very common disease. The opportunity for resuscita- 
tion must therefore occur frequently in hospital practice, 
both in the wards and in out-patient and casualty 
departments. Because of the vital time factor it will 
generally be a house officer who is presented with this 
opportunity. We therefore believe it should be the duty 
of all resident staff to acquaint themselves with the basic 
principles of cardiac massage. The only apparatus 


needed is a scalpel, for it has been amply demonstrated 
that direct mouth-to-mouth respiration can maintain 
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adequate oxygenation for as long as 15 minutes if 
Boyle’s machine and an endotracheal tube are not 
immediately available (Mozen et al., 1956; Nickel and 
Gale, 1959). An emergency thoracotomy is much easier 
to perform than, say, an.emergency tracheostomy,’ and 
once cardiac massage has been started and an airway 
established expert anaesthetic and surgical assistance can 
be awaited in comparative leisure. 

Looking back on this case, we are aware that it was 
mismanaged in several ways, partly through ignorance 
and partly through lack of thought at the time. The 
heart was massaged incorrectly, against the ball of the 
thumb instead of against the chest wall or thenar 
eminence ; the foot of the couch was not raised to aid 
cerebral blood flow; procainamide or quinidine should 
have been administered rather than digitalis; neither 
blood nor saline should have been given in view of the 
risk of cerebral oedema ; and too large doses of pethi- 
dine and phenothiazine derivatives were given in the 
immediate post-operative period. Yet, in spite of these 
errors, in spite of a previous transmural infarct, and in 
spite of 40 minutes of cardiac massage with no detectable 
pulse, the patient survived, and survived, moreover, 
without apparent cerebral damage. This would suggest 
that cardiac massage does not demand ideal circum- 
stances and expert knowledge to be successful, and 
reinforces our belief that it should become the accepted 
treatment in hospital practice of cardiac arrest after 
myocardial infarction in reasonably young and fit 
patients. 


Summary 
The case is described of a man who developed 
cardiac arrest after his second myocardial infarction, and 


was successfully resuscitated by cardiac massage in a 
hospital casualty department. 


A distinction is drawn between cardiac arrest and 


cardiac failure, and the reason why resuscitation may be 
possible after arrest is discussed. 


It is suggested that immediate cardiac massage should 
be the recognized treatment in hospital practice of 
cardiac arrest after myocardial infarction. 


It is stressed that the opportunity for resuscitation 
after cardiac arrest will normally be presented to junior 
resident staff and that all house officers should therefore 
be acquainted with the principles of cardiac massage. 


[ADDENDUM.—Ten months later the patient is in good 
health, with no dyspnoea or angina, and has returned to 
a light job with his previous employers.] 


We are very grateful to Dr. John Anderson for permission 
to publish this case, to Dr. Clifford Hoyle and Dr. A. 
Deacock for their encouragement and advice, and to Dr. 
Leon Resnekov for interpreting the cardiograms. 
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Thaysen (1926) showed that when glucose was 
administered by mouth to patients suffering from 
idiopathic steatorrhoea the rise in blood-sugar levels 
was lower than would be expected in normal people. 
Subsequently the glucose-tolerance test has been widely 
used as an index of intestinal function in various 
disorders of the small intestine, and not least in the 
investigation of tropical sprue and tropical malabsorp- 
tion syndrome (Serra, 1929; Thaysen and Norgaard, 
1929; Fairley and Bromfield, 1932; Fairley, 1936; 
Frazer, 1950; Gardner, 1956; Baker, 1957). 

A maximum rise of 40 mg./100 ml. in the blood 
sugar in the glucose-tolerance test (G.T.T.) is often 
taken as the limit of normal, any rise less than this 
being regarded as abnormally low or “ flat.” In studying 
subjects without any evidence of malabsorption we 
were struck with the frequent occurrence of a “ flat” 
G.T.T. result as defined above, and therefore under- 
took a comparative study of G.T.T.s in patients with 
tropical malabsorption syndrome and in _ normal 
controls. This report presents the results of this study. 


* Materials and Methods 


Subjects Studied.—Fifty consecutive cases of tropical 
malabsorption syndrome with steatorrhoea (a fat 
excretion of more than 5 g. a day on a 50-g. intake) 
were used for this study. These patients were all 
Indians, of differing social status, and with symptoms 
and signs covering the whole range of clinical pictures 
from the mildly affected almost symptomless cases to 
those with fully developed classical “sprue” (Baker, 
1957). Twenty-four subjects living on a high-carbo- 
hydrate diet associated with rice-eating, in good health, 
and without any evidence of intestinal disease, were 
used as suitable controls. 

Oral Glucose-tolerance Tests.—Subjects fasted for 10 
hours before the test. An initial sample of venous 
blood was collected, and then the subjects drank 50 g. 
of glucose dissolved in 200 ml. of water. Thereafter 
blood samples were drawn at 30-minute intervals for 
a period of two hours. Blood-sugar levels were 
estimated by the method of Folin and Wu (1920) 
modified to give true glucose values. The “rise” in 
the G.T.T. was defined as the highest blood-sugar level 
recorded in the test (usually at half or one hour) minus 
the fasting level. 


Results 


Height of “ Rise” in Glucose-tolerance Test.—As a 
group the patients with malabsorption syndrome have a 
lower rise of blood sugar above the fasting level than do 
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the controls (see Chart). The characteristics of the 
two groups are set out in Table I. The mean rise in the 
group of patients is 22.6 mg./100 ml., and in the control 
group 44.6 mg./100 ml. After obtaining the best 

estimate of the vari- 








ad © patients s ance, the difference 
e — of these means was 
i ° tested for significance, 
~ 1 using the t distribu- 
8» tion. The difference 
e ° . : between the two 
he ° groups is highly signi- 
2 50 ie. . ficant at the 0.1% 
8 7 0 age? gr level. 
Fé} a a Level of Fasting 
ies =. a Blood Sugar— As a 
Zab ,00°goro © group the patients 
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Oe ne ae pe ee ae lower fasting blood- 
FASTING BLOOD SUGAR LEVEL mgiiaom,  S8AF level than fed 
tort loves in siucesesolerance Chart). The mean 


tests performed on patients with fasting blood sugar of 


tropical malabsorption syndrome ‘ t § 
and normal controls, plotted against the patients is ‘ 72.4 
the level of the fasting blood sugar. mg./100 ml., while in 


The dotted lines at 25 mg. and 
80 mg./100 ml. represent values re- 
ferred to in the text. 


the control group it is 
93.8 mg./100 ml. The 
characteristics of the 
two groups are set out in Table II. The difference 
between the means of the two groups is statistically 
highly significant at the 0.1% level. 


TABLE I.—Maximum Rise in Venous Blood Sugar Above Fasting 
Level in the Two Groups 











Patients Controls 
io. of cases 50 24 
of blood sugar rise (ms. /100 ml.) . 4-65 11-111 
Median (mn ml.) + 20-00 40-50 
Mean eed. error (mg. /100 mi. ) 22-61+2-09 44564486 





TABLE Il.—Fasting Blood-sugar Levels in the Two Groups 








Patients Controls 
No. of cases ae 50 24 
Range of a level (mg. /100 mi. ) 40-109 75-114 
Median (mg./100 ml.) 74 96 
Mean + standard error (mg. '100 ml.) 72:38+2-03 93-85+2-51 














Discussion 
Comparison with Results of Other Workers 
Numerous factors are known to influence the results 
of a G.T.T., such as the site of blood-sampling, the diet 
of the individual prior to the test, age, exercise, etc. It 
is therefore difficult to compare the results obtained by 
different investigators. 


Thaysen and Norgaard (1929) defined a “ flat ” result 
as one where the rise in blood sugar after the admini- 
stration of 50 g. of glucose was 40 mg./100 ml. or less. 
They found that 5% of normal people and 50% of 
people with “idiopathic steatorrhoea” had a “ flat” 
G.T.T. according to this definition. This figure of 
40 mg./100 ml. has often been taken as the dividing 
line between normal and abnormal by subsequent 
workers. 


It is evident that our figures are quite different from 
those of Thaysen and Norgaard (1929), since 50% of our 
normals have a rise of 40 mg./100 ml. or less. One of the 
chief reasons for this difference is probably that we 
estimated glucose in venous blood, whereas Thaysen 


and Norgaard used capillary blood. Hagedorn (1921) 
and subsequently others—for example, Cavett and 
Seljeskog (1933)—have shown that the use of venous 
blood for blood-sugar estimations results in a slightly 
lower fasting level and a flatter curve in the G.T.T. 


Watson (1938) made a study of G.T.T.s in 83 normal 
people, using venous blood for the estimations. He 
found a mean rise of 42.9 mg./100 ml., which agrees 
fairly closely with our figure of 44.6 mg./100 ml. in the 
control group. Gardner (1956), also using venous 
blood for the estimations, found that 45% of apparently 
normal subjects had a rise in blood sugar of 
40 mg./100 ml. or less in the G.T.T. A _ similar 
incidence of “flat” curves (with a maximum rise of 
40 mg./100 ml. or less) has been reported by Moyer 
and Womack (1950) in apparently normal people in 
Texas. These figures are in agreement with our finding 
of 50% of normal subjects with a rise of 40 mg./ 100 ml. 
or less. 


Statistical analysis of our results shows that there is 
a highly significant difference between the height of the 
mean rise in the two groups—patients and controls. 
However, when using the G.T.T. as a diagnostic aid 
in a given patient the distinction is not clear-cut (see 
Chart). From our results, and the work of others 
quoted above, it is clear that for venous samples the 
level of 40 mg./100 ml. is not a useful dividing line. 
We have now adopted the figure of 25 mg./100 ml. 
suggested by Gardner (1956)—a rise of blood sugar of 
25 mg./100 ml. or less in the G.T.T. being considered 
abnormally flat. Thus defined, a “flat” curve was 
present in 16% of our normal subjects, and in 66% of 
our patients with tropical malabsorption syndrome. 
Our figure of 16% of normal people with a rise of 
25 mg./100 ml. or less is comparable with the figures 
found by Gardner (1956) and by Moyer and Womack 
(1950) (Table III). 

The four apparently normal subjects who had a rise 
of only 25 mg. or less were investigated further, but 
did not show any steatorrhoea or radiological changes 
in the small intestine. This, however, does not rule out 
the possibility that they may have had some abnormality 


Tasie IlI.—Comparison of the Percentage of Normal Individuals 
with Maximum Rise in the G.T.T. of 40 mg./100 ml. or 
under, and 25 mg./100, ml. or under, in the Present Series, 
and in the Series of Gardner (1956) and Moyer and Womack 
(1950) 











| Present | Gardner | Moyer 
Rise of 40 mg./100 ml. or under 50 45 40 
” 5 99 os 16 22 10 
! 








of their intestine preventing proper absorption of 
glucose, since absorptive defects can occur in the 
absence of steatorrhoea (Baker, 1958) and of radio- 
logical changes (Paterson and Baker, 1958). 

Gardner (1956) investigated 21 patients suffering 
from malabsorption syndrome in Puerto Rico and 
found that all of them had an abnormal G.T.T., 
whereas only 66% of our patients had an abnormal 
G.T.T. (a rise of less than 25 mg./100 ml.). 


Aetiology of Flat Glucose-tolerance Test in Malabsorption 
Syndrome 
Numerous theories have been advanced to account 
for the flat G.T.T. in patients with malabsorption 
syndrome. Delay in gastric emptying has been held 


responsible (May and McCreary, 1940), but it has been 
shown by Frazer et al. (1952) that if glucose solution 
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is administered direct into the duodenum the result of the control group is of interest. This is further 


the G.T.T. is unchanged. Excessive secretion of mucus 
(Frazer et al., 1952), decreased intestinal motility, 
bacterial invasion of the small intestine (Herter, 1909), 
and faulty phosphorylation (Verzdr and McDougall, 
1936) have all been blamed for impaired glucose 
absorption. However, none of these theories appear 
to offer a really satisfactory explanation of observed 
phenomena. Not all patients with evidence of excessive 
mucus production, as judged by the flocculation of 
barium sulphate in a barium-meal study, have a flat 
G.T.T. (Paterson and Baker, 1958, Fig. 3B). Conversely, 
as shown by the following case history, not all patients 
with steatorrhoea and a flat G.T.T. show radiological 
evidence of excessive mucus production. 

A man aged 27 complained of diarrhoea for the previous 
10 weeks. On a fat balance with an intake of 50 g. a day 
he excreted an average of 13 g. of fat a day. A G.T.T. 
carried out on two occasions showed a maximum rise of 
7 and 10 mg./100 ml., respectively. Barium-meal examina- 
tion was performed, using, first, a non-flocculating medium, 
and subsequently ordinary barium sulphate suspension, and 
on each occasion the results were entirely normal. 

If decreased motility were the cause of the flat G.T.T., 
then all patients with decreased motility from any 
cause should have a flat G.T.T., but, as the following 
case history shows, this is not always the case. 


A married woman aged 37 complained of vague upper 
abdominal pain, associated with flatulence, and alternate 
bouts of “ diarrhoea and constipation.” Clinical examination 
revealed nothing abnormal except some gaseous abdominal 
distension. A G.T.T. showed a maximum rise of 80 mg./ 
100 ml. Barium-meal examination showed considerable 
delay in the passage of the barium through the small 
intestine, the mouth-to-ileum time being three and a half 
hours. 

That it is not always due to bacterial invasion is 
suggested by the work of Anderson and Langford 
(1958), who found little evidence of bacterial invasion 
of the upper intestine in children with coeliac disease. 
Also in three patients with malabsorption syndrome 
not included in this series, who had flat G.T.T.s and 
who were submitted to laparotomy for other reasons, 
the upper small intestine was studied by the direct 
sampling method of Cregan and Hayward (1953) and 
found in each case to be sterile (Baker and Achaya, 
1961). 

A defect of phosphorylation would not explain the 
defective absorption of other substances—for example, 


urea—which frequently occurs in association with a flat 
G.T.T. (Frazer et al., 1952). 


A further possible reason for a flat G.T.T. might be 
the rapid removal of glucose from the blood-stream. 
The blood-sugar. curves obtained after intravenous 
administration of glucose in the sprue syndrome have 
usually been stated to be normal (Ross, 1936; Fairley, 
1936). However, Thaysen (1932) reported that in a case 
of non-tropical sprue there was an increased tolerance to 
intravenously administered glucose. Preliminary investi- 
gations carried out in this unit show that, at least in 
some cases, the intravenous G.T.T. is flat as well as 
the oral test (Pulimood ef al., 1961). Should this be 
confirmed by further study, it will suggest that there 
are factors involved in the production of the flat 
G.T.T. other than those which might just interfere with 


absorption. 
Low Fasting Blood Sugar 


The finding of a statistically significant lower fasting 
blood sugar in the group of patients as compared with 


suggestive evidence that there is a more profound 
disturbance of carbohydrate metabolism than can be 
explained merely by interference with absorptive 
mechanisms. Inspection of the results published by 
Gardner (1956) also reveals a lower fasting level in his 
group of patients than in his control group. 

The low fasting blood sugar in the malabsorption 
group may be used as a further aid to the interpretation 
of G.T.T. results in individual patients. In this series 
a fasting blood sugar (venous blood) of 80 mg./100 ml. 
or less was found in only 8% of normal people but in 
76% of people with tropical malabsorption syndrome 
(see Chart). 

Summary 

Oral glucose-tolerance tests, using samples of venous 
blood for the glucose estimations, have been carried 
out on 50 patients with tropical malabsorption syndrome 
and 24 controls, and the results compared statistically. 

The mean maximum rise in blood sugar in the 
tropical malabsorption group (22.6 mg./100 ml.) 
was significantly less than that in the control group 
(44.6 mg./100 ml.). A maximum rise of 25 mg./100 ml. 
or less was found in 16% of the control group, and 
in 66% of the tropical malabsorption group. 

The fasting blood sugar was significantly less in the 
tropical malabsorption group (72.4 mg./100 ml.) than 
in the control group (93.8 mg./100 ml.). A fasting 
blood sugar of 80 mg./100 ml. or less was found in 8% 
of the control group and in 76% of the tropical 
malabsorption group. 

Both fasting blood-sugar levels and the height of the 
blood-sugar rise should be taken into consideration in 
interpreting glucose-tolerance tests in cases of possible 
malabsorption syndrome. 

The results are compared with those of other workers, 
and possible explanations for the findings are discussed. 


We are grateful to the physicians of the Christian Medical 
College Hospital for referring cases to us for study; to the 
nursing staff and the house-physicians who helped look 
after the patients from time to time; to the control subjects 
who so willingly co-operated in the investigation ; and to 
Dr. Ian Hansen for his help and advice. 
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Hypoglycaemia is a prominent cause of death in severe 
protein malnutrition in childhood (kwashiorkor) (Kahn 
and Wayburne, 1960). The observation that it usually 
occurs after relatively short periods of starvation 
suggests that the liver may be unable to maintain 
adequate glycogen stores, or, alternatively, that there is 
a defect of glycogenolysis leading to inadequate release 
of glucose into the blood. 

There are many factors which might be responsible 
for depletion of liver glycogen—among them the 
intestinal malabsorption that is known to occur in 
kwashiorkor, and pituitary insufficiency with resultant 
or concomitant hypoadrenalism and hypothyroidism 
which so often occur in states of inanition. Considera- 
tion must also be given to hyperinsulinism, resulting 
either from overproduction or from endocrine imbalance. 
Furthermore, these protein-deprived children might 
manifest sensitivity to an amino-acid such as leucine 
as described by McQuarrie (1954), or there might be a 
defect of gluconeogenesis (Slone et al., 1959). 

The purpose of this study was to investigate aspects 
of carbohydrate metabolism in these children with 
severe protein malnutrition, with special reference to 
leyels of the fasting blood sugar and glucose tolerance, 
in order to ascertain the nature of glucose utilization 
and insulin activity. 


Material and Methods 


Cases were judged suitable for study if they 
manifested a typical acute nutritional dermatosis, 
nutritional oedema, and hair changes characteristic of 
protein malnutrition. Children with clinical evidence 
of dehydration and children without nutritional oedema 
were excluded from the series. 

An intravenous glucose-tolerance test was carried out 
in nine patients. Subjects were fasted for eight hours 
during the second night after admission to hospital. 
‘fwo blood samples were then obtained from the 
internal jugular vein at intervals of 30 minutes to 
determine the fasting blood-sugar levels. Thereafter 
an intravenous load of 0.5 g. of glucose per kg. body 
weight was administered over a period of 15-30 minutes. 
Further blood samples were obtained at 5, 30, 60, 90, 
and 120 minutes. Continuation of the test beyond this 
period was felt to be dangerous in these extremely ill 
children. In 11 additional cases only fasting blood- 


sugar levels were determined. 


In 20 controls the fasting blood-sugar levels were 
determined. These were  well-nourished children 
between the ages of 6 months and 3 years. Full 
tolerance tests were not carried out in these normal 
subjects. 

The blood-sugar levels were estimated by King’s 
modification of the method of Folin and Wu. 


Results 


In 18 cases of kwashiorkor the fasting blood-sugar 
level was below 70 mg./100 ml., whereas it was below 





this level in only two normal controls (Fig. 1). The 
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Fie. 1.—Scattergram of fasting blood sugar. 


mean level in the kwashiorkor group was 51 mg. 
(S.D.=13.7) and that of the controls 76.11 mg. 
(S.D.=13.8). The difference between the mean values 
was highly significant (P<0.001; t=5.18; df=34). 
In one case of malnutrition the level was below 10 mg./ 
100 ml. at the end of the fasting period. There was no 
direct correlation between fasting blood-sugar levels and 
the severity of the malnutrition or the degree of 
hepatomegaly. 

The intravenous tolerance curves in nine cases are 
shown in Fig. 2. The initial post-loading (five-minute) 
levels ranged from 130 to 325 mg. This variation may 
have been due to factors such as rate of administration 
and renal loss. The latter was not measured because 
it was impossible to obtain suitable urine specimens in 
these children. 


Details of Nine Cases of Kwashiorkor 

















Case! “ge | Weight | Hepato-| pasting | $ min. | 120. | Differ- 

No. Years Ib. kg. megaly "| min. ence 
1 25/12) 20 91 4F 58 130 43 —15 
b . 1 4 6-4 0 40 325 75 +35 
3 3 24 10-9 43 142 +1 
a 1 14 6-4 3F 70 224 83 +13 
5 2 17 77 0 58 320 58 0 
6} 2 18 8-2 1F 50 170 55 +5 
7] 17/12) 114) 5-2 60 265 45 —15 
8 ? 17 77 2F 55 190 65 +10 
9 14/12) 16 73 2F 50 250 110 +60 
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The Table shows that there was no correlation 
between the fasting, post-loading, and 120-minute 
blood-sugar levels. It also shows that the level at 
120 minutes was well above fasting levels in Cases 2 

350} 











Fi f2 8 30 60 90 120 
Fic, 2.—Intravenous glucose-tolerance curves in nine cases of 
kwashiorkor. 


and 9; slightly above or at fasting levels in Cases 3, 4, 
5, 6, and 8; and below fasting levels in Cases 1 and 7. 
In no case was the 120-minute level above 120 mg./ 
100 ml. 
Discussion : 
These results show that the fasting blood-sugar levels 
in severe kwashiorkor are substantially below those of 
normal controls. In healthy fasting subjects the blood 
sugar is maintained at normal levels for 12 to 24 hours 
(Thompson and King, 1957). In the absence of gluco- 
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neogenesis, however, normal blood-sugar levels can be 
maintained for only about six hours (Bell et al., 1959). 
Gluconeogenesis involves the deamination or trans- 
amination of a glucogenic amino-acid with the 
formation of its corresponding keto-acid, which is then 
metabolized either via the Krebs cycle to carbon dioxide 
and water or via the Embden—Meyerhof pathway to 
glycogen (Fig. 3). The freed ammonia is converted to 
urea in the liver. 

There is some evidence for our postulate of impaired 
gluconeogenesis in the liver. Schendel and Hansen 
(1959) have found excessively high amino-acid levels in 
the blood in kwashiorkor during the initial phases of 
hospital treatment. Furthermore, patients usually have 
very low blood-urea levels during this period. Both 
these observations point to impaired gluconeogenesis 
and suggest that the block may be in the deamination 
of amino-acids. In the presence of defective 
gluconeogenesis, starvation leads to a progressive fall in 
the blood sugar, resulting in fatal hypoglycaemia. 

In view of the low fasting blood-sugar levels and the 
fact that 40% of the cases described by Kahn-and Way- 
burne (1960) occurred before any milk feeds had been 
administered, it seems most unlikely that leucine 
sensitivity plays any part in producing the 
hypoglycaemic attacks. 

The intravenous glucose-tolerance tests show the 
presence of mild glucose intolerance, in that most of 
the curves did not return to fasting levels at 120 minutes. 
The reason for this is not clear. These findings are 
similar to the observations of Niemeyer and Menegheljo 
(1950). According to Duncan (1959) a fasting blood- 
sugar level of 120 mg./100 ml. two hours after the 
administration of a glucose load is indicative of diabetes 
mellitus. The highest two-hour level in our series was 
110 mg./100 ml. Sherlock (1958) describes impaired 
glucose tolerance in severe hepatic disease, but the 
fasting levels are stated to be high, unlike our findings. 
Whether these observations can be related to impaired 
uptake of glucose by the liver or to diminished 
peripheral uptake is not certain. 

Several points of practical importance arise from 
these studies. Clearly, fasts of more than four hours 
are dangerous, and feeding schedules should be adjusted 
accordingly. In addition, it seems a wise precaution to 
add carbohydrate to milk feeds, at least during the early 
stages of treatment of severe cases of kwashiorkor. 

Other factors which may play a part in the patho- 
genesis of hypoglycaemic attacks, notably malabsorption 
and adrenocortical insufficiency, are at present under 
investigation at this hospital. 


Summary 


The fasting blood-sugar levels in patients with 
kwashiorkor were studied and shown to be substantially 
lower than those of normal controls. Intravenous 
glucose-tolerance tests were performed on nine cases of 
kwashiorkor. These curves showed evidence of mild 
glucose intolerance. 


We have suggested that the occurrence of fatal 
hypoglycaemic attacks in protein malnutrition may 
in part be due to the presence of a defect in 
gluconeogenesis. 


Our thanks are due to Dr. E. Kahn and Dr. S. Wayburne 
for their encouragement and advice and for the granting 
of facilities, and to the nursing staff of the paediatric unit 
at Baragwanath Hospital for their invaluable co-operation. 
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Gout from Cyanotic Congenital Heart Disease 


It is now known that, aetiologically, there are two quite 
distinct types of gout. The one is classical or familial 
gout—the podagra of Sydenham (1683)—the other is 
secondary gout or clinical gouty arthritis. The latter is 
non-familial, and is known to occur in association with 
certain blood and allied disorders. Hickling (1953) noted 
the relationship between gout, myeloid leukaemia, and 
primary polycythaemia. Talbott (1959) gives a list of 
conditions associated with clinical gouty arthritis, 
ranging from polycythaemia (primary and secondary) 
and the leukaemias to lymphadenoma and other 
lymphatic dysplasias, Mediterranean haemopathic 
syndromes, and even multiple myeloma. 

In the case described below very marked gout was 
associated with a severe degree of polycythaemia 
secondary to intensely cyanotic congenital heart disease. 


CASE REPORT 


A man of 35 had been blue from birth, and breathless 
on effort most of his life. His birth had been uncomplicated 
and there had been no significant maternal illnesses. There 
was no consanguinity in the family. He had attended school 
only from the ages of 8 to 14 years and could never take 
part in games. Effort dyspnoea had been progressively 
severe from about the age of 25, and he was now very 
incapacitated. During these 10 years he had noticed pain 
and swelling in his joints, first the left knee and ankle, and 
later both elbows and hands. The pains were insidious in 
onset, but had persisted in varying severity. For the past 
three years wrist- and finger-joint pains had been very 
troublesome, and he noticed chalk-like deposits in his fingers 
and in the ears. Sometimes the skin over these would 
ulcerate and pultaceous white matter would ooze out. 
During the past few months considerable swelling of both 
legs had been treated with diuretics. 

Growth was somewhat stunted. Deep central cyanosis 
at rest increased with exercise, and dyspnoea resulted even 
from moving in bed. In addition to gross clubbing there 
were gouty deposits in the fingers (Figs. 1 and 2). Gouty 


tophi were present on both ears. The spleen was moderately 
enlarged, the liver being palpable two fingerbreadths below 
the right costal margin. 

A giant “a” wave was visible in the neck and there was 
a prominent wave coincident with the carotid pulse and 
associated with systolic hepatic pulsation. The peripheral 
pulses were all normal, and _ blood-pressure was 
140/80 mm. Hg. 

A rather faint apex beat could be felt in the fifth right 
intercostal space on the mid-clavicular line; there was no 
clinical evidence of ventricular hypertrophy. A weak 
systolic thrill was present at the apex. A rough systolic 
thrill was felt parasternally in the second left interspace, 





Fic. 2.—Gouty deposits in terminal interphalangeal joint of index 
finger, and in pulp of ring finger. 


and a harsh ejection systolic murmur of grade 5 ex 6 in 
the same area dominated auscultation. The second heart 
sound could not be heard at the base. There were no 
diastolic murmurs. Clinically there was no evidence of 
pulmonary hypertension. 

It was thought that there was a right-to-left shunt and 
probable pulmonary stenosis, but it was impossible clinically 
to determine the level of the shunt. 

Examination of the lungs was negative. 
nervous system was intact. 


The central 


Investigations 

Urine Analysis ——Normal findings. 

Haematological.—Hb, 120% (17.04 g./100 ml.) (average), 
one . reading of 130% (18.46 g./100 ml.); R.B.C., 
10,190,000/c.mm.; C.L, 0.6; P.C.V., 74%; M.C.H.C., 
25% ; M.C.V., 72 cubic microns; W.B.C., 3,800/c.mm., 
normal distribution ; platelets, 121,000/c.mm. ; reticulocytes, 
1.7%. Blood group: A Rh positive. 

Blood Uric Acid.—7.5—9 mg./100 ml. on serial estimations. 
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X-ray Examination of Hands.—Osteoporosis could be seen 
adjacent to several joints, and several joint erosions, con- 
sidered by the radiologists to be compatible with gout or 
rheumatoid arthritis. 

Screening of Chest.—This confirmed isolated dextrocardia 
with left aortic descent. The stomach was normally situated. 
The lungs were very translucent but otherwise normal. On 
the films the pattern of the smaller lung vessels was thought 
consistent with enlarged bronchial arteries. 

Electrocardiogram.—There was sinus rhythm at rest, with 
grade I block (P—R 0.3 sec.), but, on exercise, nodal rhythm 
with some ventricular escape. The record was difficult to 
interpret: there was a tall R wave in aVR, a deep S wave 
in aVF, aVL, and from V3R to Ve, reaching a maximum 
of 38 mm. in V2. In VsR the R wave was 12 mm. 

Cardiac Catheterization (Dr. R. M. Marquis).—The catheter 
traversed the right superior vena cava and a capacious 
atrial chamber. It could be passed into two ventricles but 
not into pulmonary artery or aorta. Its behaviour suggested 
a common atrioventricular canal. The atrial pressure was 
high—20 mm. Hg systolic, 5 mm. Hg diastolic—and the 
ventricular pressures were each about 125/10 mm. Hg. 


Gross oxygen undersaturation was confirmed by the 
following results: brachial artery 68.4%, superior vena cava 
49.3%, atrium 58.3% (average), and ventricle 49.3% 
(average). 


Selective Angiocardiography.—A large ascending aorta 
and grossly enlarged pulmonary arterial branches opacified 
simultaneously. It was impossible to decide whether the 
pulmonary arteries came off the aorta. 

From the accumulating evidence it was thought that there 
was severe pulmonary arterial hypertension, and that the basic 
abnormality was possibly a truncus arteriosus or modified 
Eisenmenger complex. The congenital defects were so 
complicated as to rule out any possibility of surgical relief. 


COMMENT 

It seems unlikely that a gouty diathesis was present 
in this case and merely exacerbated by the prolonged 
anoxic polycythaemia. 
been having chlorothiazide, this was only in recent 
months and flagrant gout had been present long before 
this. Attention has recently been drawn to the hyper- 
uricaemic effects of the thiazide diuretics and how they 
may make latent gout overt (Brit. med. J., 1960). 
Though none of the patient’s relatives have been studied, 
there was certainly no history to suggest familial gout, 
and the gout had become apparent at the age of 31, 
thereafter persisting with no particular seasonal 
fluctuation. 

While the exact nature of the congenital cardiac 
defects could not be determined it was clear that a veno- 
arterial shunt had been present from birth. In turn, 
the polycythaemia could be reconciled with the patient’s 
anoxia, and the haematological findings were not in 
accord with polycythaemia vera. If, as seemed likely, 
the daily red-cell breakdown was at least twice normal, 
this would be associated with an enormous turnover of 
erythroid precursors, and it was thought that this 
adequately explained the splenomegaly, hyperuricaemia, 
and gout. Talbott (1959) estimates that a blood 
dyscrasia is present in 10% of all patients who have 
gout. Whitby and Britton (1957) state that gout occurs 
too often with polycythaemia to be explained by chance. 

The essential difference between familial and secondary 
gout lies in the mechanism responsible for the increased 
concentration of uric acid in the body fluids, and 
increased excretion. Familial gout results ultimately 
from an inborn metabolic error regarding amino-acid 
pathways. In secondary gout there is no such metabolic 
error ; rather there is increased formation or destruction 


Again, although the patient had. 


of red and white corpuscles present in excess, resulting 
in increased nucleic-acid metabolism in the haemopoietic 
tissues, with elaboration of the intermediate purine 
metabolites. The eventual outcome is increased uric 
acid available for excretion. Uric-acid levels may be 
similar in both types of gout. Nor does there appear 
to be anything characteristic about the distribution of 
affected joints. 

In the case described here it was concluded that the 
patient had gout solely because he had such a high 
degree of compensatory polycythaemia, and in the 
circumstances outlined the only treatable aspect was 
the hyperuricaemia. Mason (1959) regards probenecid 
as the drug of choice in the interval therapy of gout, 
and the patient was discharged taking this drug,-0.5 g. 
thrice daily. 

That clinical gouty arthritis is not seen more commonly 
with cyanotic congenital heart disease may be because 
patients with this form of heart disease and the necessary 
degree of polycythaemia do not usually survive long 
enough for this complication to develop. 

The patient was under the care of Dr. M. R. Geake, 
Preston, and later of Dr. M. B. Matthews, Edinburgh, 
whose permission to publish the atove case report is 
gratefully acknowledged. 

EweEN A. CAMERON, M.B., M.R.C.P.Ed., 
Senior Medical Registrar, Royal Victoria Infirmary, 


Newcastle — Tyne ; formerly locum Senior Registrar, 
Cardiac Department, Western General Hospital, 
Edinburgh. 
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Spontaneous Rupture of the Spleen in Acute 
Myeloid Leukaemia 


It is well known that myeloid leukaemia may present 
with symptoms due to splenic enlargement, such as 
increasing size of the abdomen, or left-sided abdominal 
pain caused simply by the weight of the enlarged organ. 
Such pain may, however, be due to perisplenitis over an 
area of infarction. The patient at this time not infre- 
quently appears to be in good health. It is very rare 
for this condition to present as abdominal pain from 
splenic rupture, although such presentation has often 
been reported in other diseases, such as malaria, infective 
mononucleosis, tularaemia, typhoid, etc. ; and even the 
apparently normal spleen has been known to undergo 
spontaneous rupture. Only a handful of cases of 
spontaneous rupture of a leukaemic spleen have been 
recorded. Wolfson et al. (1954) found that in most of 
them the rupture occurred in acute leukaemia, and they 
report such a case in which the splenic rupture was the 
presenting feature. This case would appear to be one 
of acute lymphatic leukaemia. Cooray (1952) reports 
a case of spontaneous rupture of the spleen in chronic 
lymphatic leukaemia occurring in a Sinhalese man, 
and spontaneous rupture has been reported in chronic 
myeloid leukaemia (Neal, 1940; Greenfield and Lund, 
1944; and Sarin and Sarin, 1957). As, at the time of 
writing, no case of spontaneous rupture of a leukaemic 
spleen had been reported to have occurred in the United 
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Kingdom in post-war years, we think it worth while 
to record a case of acute myeloid leukaemia presenting 
with spontaneous splenic rupture. 


Case REPORT 

A man aged 58, an Irish rigger, was well and in apparent 
good health on June 6, 1959, and had not missed a day’s 
work in the past two years. On June 7, after returning from 
church, he started to feel cold, shivery, and “ off colour.” 
After a brief rest he felt better. That night he retired at 
his usual hour and slept well, but awakened next morning 
feeling somewhat unwell. He remained away from work 
on June 8 and rested most of the day, and at 3.45 p.m. 
was awakened with a sudden severe pain in his left shoulder. 
The pain gradually subsided and he was able to get up 
and shave before his evening meal. He retired to bed early, 
and at 3 a.m. on June 9 was awakened with another severe 
bout of left shoulder pain. Over the next two days this 
gradually radiated down the left side of the back of his 
chest and the left side of his abdomen, He was able to 
tolerate the pain while he was at rest, severe pain remaining 
a matter of a few hours. During the evening of June 11 
the pain became much more severe; it was now more 
abdominal in type, was continuous, and kept him awake all 
night. After examination by his own doctor he was 
admitted to hospital on June 12. He denied absolutely any 
trauma of recent months, and his wife likewise could not 
recall any bumps, knocks, or such injuries. 

Examination on admission showed him to be in some 
distress from upper abdominal pain. The pulse rate was 
112 a minute, soft, and of fair volume; B.P. 120/80, and 
respirations 24 a minute. The heart was clinically normal, 
but the lungs showed signs of chronic bronchitis and 
emphysema. The temperature was raised to 99.4° F. 
(37.4° C.). No lymph nodes were palpable, and the retinae 
were normal. The tongue was coated but moist. 

Examination of the abdomen showed it to be visibly 
distended, with marked tenderness and rigidity, especially 
in the left hypochondrium and epigastrium. Shifting dullness 
was thought to be present, and liver dullness was reduced, 
but this was difficult to interpret, as the overlying lung was 
emphysematous. No mass could be palpated, and the bowel 
sounds were faint and infrequent, Rectal examination 
revealed a ballooned rectum with some tenderness anteriorly. 

A provisional diagnosis of perforation of a peptic ulcer, 
probably into the lesser sac, was made. A straight radio- 
graph of the abdomen failed to show any gas under the 
diaphragm. Blood was ordered, and the pathology tech- 
nician, while checking the Rhesus factor, astutely noticed 
an excess of white blood cells. He carried out a count, 
and this was found to be in excess of 200,000/c.mm. The 
differential count was: myeloblasts 88%, myelocytes 7%, 
polymorphs 3%, lymphocytes 2%. The patient was thus 
shown to be suffering from acute myeloid leukaemia, and 
the possibility of his condition being one of a rupture of 
a leukaemic spleen was then considered. With these two 
diagnoses in mind laparotomy was immediately performed, 
two hours after admission. Blood transfusion had been 
begun prior to the operation. 

A right paramedian incision was made alongside the 
umbilicus, and on opening the peritoneal cavity a small 
amount of dark blood escaped. Exploration upwards was 
rewarded by the escape of a larger quantity of dark blood. 
The spleen was four to five times the normal size and was 
surrounded with blood clot and adhesions, The paramedian 
incision was extended upwards, and further access was 
gained by a left transrectus extension. A loculated collec- 
tion of blood clot measuring about two pints (1.14 litres) 
was found between the diaphragm and the spleen, and 
further loculations were present anterior to the lesser 
omentum. The spleen was extremely friable, and the 
loculations as well as  perisplenic adhesions hindered 
delivery. The splenic vessels were secured and splenectomy 
was performed. 

The patient was placed on routine post-operative care, 
with an antibiotic cover, and his condition remained 


reasonably good until the third post-operative day, when 
he complained of increasing left upper abdominal pain and 
of pain in ‘the’ left shoulder. His condition thereafter 
deteriorated progressively in spite of resuscitative measures, 
and he died on the fifth day after operation, 

Haematological studies were not complete, as it was 
thought unjustifiable to subject the patient to frequent blood 
examinations at the time. On the first post-operative day 
the white-cell count was 200,000/c.mm., myeloblasts were 
still in the vast majority, and the haemoglobin was 
12.7 g./100 ml. On the third post-operative day the white 
cells numbered 292,000/c.mm., and the platelet count 
189,000/c.mm. His blood group was B Rh-negative. 

At necropsy the peritoneal cavity contained a quantity 
of sero-purulent fluid, mainly confined to the left upper 
abdomen. The liver appeared to be the seat of leukaemic 
infiltration, as did the recto-sigmoid junction of the large 
bowel, and pieces of these were taken for section. 

Pathology.—The spleen was enlarged, measuring 84 by 5 
by 34 in. (21.5 by 12.5 by 9 cm.), weight 910 g., and had a 
rather nodular surface. On cut section it was diffusely 
pale. Microscopically, sections showed diffuse infiltration 
of the Malpighian bodies and pulp with large round cells, 
many deposits of brown pigment, and several small sub- 
capsular infarcts. The liver showed diffuse infiltration of 
the sinusoids with large nononuclear cells, focal infiltration 
of the central veins with similar cells and some polymor- 
phonuclear leucocytes and lymphocytes. There was hyper- 
trophy of the muscle coats of the colon, with heavy infiltra- 
tion of polymorphonuclear leucocytes and lymphocytes in 
the serous coat, 


COMMENT 


The complete absence of a history of trauma from 
the patient or his wife supports the view that this is 
# case of so-called spontaneous rupture of the spleen. 
We feel, however, that, owing to the frequency of 
minimal unremembered bodily “traumata,” it is 
impossible to rule out “trauma” as a factor in the 
aetiology in any case of so-called spontaneous splenic 
rupture. 

The picture of the typical cell types and their 
numbers in the peripheral blood, the presence of splenic 
enlargement and especially infarction without enlarge- 
ment of the lymph nodes, the histological features par- 
ticularly of the spleen and liver, together with the very 
acute history, establish this as a case of acute myeloid 
leukaemia. 


We are indebted to Mr. M. R. Ernst, surgeon in charge 
of this case, for allowing us to report it. We are also 
grateful to Dr. S. Marshall, pathologist, Rush Green 
Hospital, for the histology reports, and to the pathology 
staff generally for their help with the haematological studies. 

M. J. FLoop, M.B., F.R.C.S., F.R.C.S.Ed., F.R.A.C.S., 

Late Surgical Registrar, Rush Green Hospital, Romford, Essex. 


R. A. CARPENTER, M.A., M.B., B.Chir., F.R.C.S., 
Surgical Registrar, Rush Green Hospital, Romford, Essex. 
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The revised edition of The Medical Laboratory Technician 
gives an outline of the techniques and methods involved 
in hospital laboratories and other medical laboratories, 
including the blood transfusion services, and indicates the 
training and personal qualities required. (H.M.S.O., Choice 
of Careers Series, No. 57, price 6d. net.) 
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EXPERIMENT IN TEACHING 


Teaching Comprehensive Medical Care. A_ Psychological 
Study of a Change in Medical Education. wan Kenneth R. 
Hammond and Fred Kern, jun., M.D., Wayman J. 
Crow, John H. Githens, M.D., Byron Geossbeck, John W. 
Gyr, and Lyle H. Saunders. (Pp. 642+ xxii; illustrated. 80s.) 
Cambridge, Mass.: Harvard University Press (Common- 
wealth Fund). London: Oxford University Press. 1959, 


This book should be of particular interest to all those 
who are concerned with bringing the medical student 
into closer contact with the social aspects of disease. 
It describes the General Medical Clinic which the Uni- 
versity of Colorado has run for the last six years to 
give hospital and home care to the indigent of a large 
section of the population of Denver. Members of many 
different specialties have worked together as a team in 
this clinic, and have had the assistance of a full range 
of ancillary services. 

For the first five years half the medical students of 
each year’s entry spent six months in this clinic, con- 
tributing to its work as well as receiving teaching from 
its staff. The remaining half continued with the 
orthodox clinical curriculum, and a most careful effort 
was made to evaluate any differences between the two 
groups of students. As the authors point out, the 
methodology by which the results of education can be 
measured is still in its infancy, but their critical assess- 
ment of their own methods is not the least of the 
valuable contributions which this book makes to medical 
education. They describe in detail how they studied the 
effects on the students of experience in the clinic, for 
which purpose at least one new technique was invented. 
They also describe the methods by which they attempted 


to assess the reasons for the effects, or lack of effects, 


of the clinic, and also the reasons for individual 
variation in the reactions of students. 

Many readers will share, though few will exceed, the 
authors’ criticisms of their methods; yet the greatest 
attention must be paid to such conclusions as they draw. 
In all medical schools there is a great desire to give 
the student better opportunity for combining his know- 
ledge of medicine with his clinical technique in the care 
(especially the long-term care) of “ the whole patient,” 
if only to offset some of the obvious difficulties created 
by specialization. In many medical schools there is 
also a strong demand for the student to be brought 
much closer than in the past to all that is included in 
the term “social medicine,” and in several schools 
various devices are now being used, ranging from uni- 
versity health centres to the seconding of students to 
general practitioners. Yet very little indeed has been 
done in this country to measure the effects of these 
experiences, and therefore we should pay particular 
attention to studies made elsewhere. 

Rather to the surprise of those concerned, both 
teachers and students, it would appear that knowledge 
of medicine was acquired as easily in Denver’s General 
Medical Clinic as in the more formal structure of the 
ordinary curriculum ; less surprisingly no firm evidence 
emerged to indicate that it made any difference to the 
acquisition of psychological knowledge or to the 
students’ attitude of mind to psychiatry. This evidence 
suggested that some students are interested in these 
matters and some are not. Those who have an interest 
may be expected to follow it with or without a clinical 
appointment specially devised to foster it. 

FE : 


On the other hand, there was evidence that students 
who went through the clinic did develop a more positive 
attitude towards what can be called “total medical 
care” of the patient, and perhaps towards the socio- 
logical aspects of disease generally. They did not, 
however, seem to become any more impressed than their 
colleagues in the control group with the value of the 
ancillary services, and there was no evidence that they 
acquired more sociological knowledge or skill. 

Obviously these cannot be regarded as very satisfying 
results, and they make one wonder whether the various 
teaching devices now being used in British medical 
schools to try to achieve the same objects would, if 
subjected to stringent inquiry, show anything more 
profitable (even allowing for the different context of 
British medical practice). It is highly probable that 
such inquiry would show that, as in Denver, the results 
of a course of studies or an appointment specially 
contrived to achieve certain objectives will be largely 
dependent on whether or not the students themselves 
are aware of these objectives, and accept them as satis- 
factory and relevant to their own ideas of their future. 
Senior students at Denver clearly felt that their last 
year of clinical studies should be devoted entirely to 
acquiring medical knowledge and experience of a kind 
which they thought would be valuable to their 
succeeding year of internship. They tended to feel, 
wrongly it appears, that the General Medical Clinic 
was not the place to acquire such knowledge and skill, 
and therefore to resent it. On the other hand, junior 
students did not appear to have matured sufficiently in 
medicine to benefit from experience in the clinic. Pos- 
sibly student reactions to undergraduate experience in 
general practice in this country are very similar. It is 
a pity that we have not tried very hard to find out. 

The University of Colorado is to be congratulated 
on having carried out this experiment, as are those who 
supported it, particularly the Commonwealth Fund of 
New York. The authors are especially to be con- 
gratulated not only for their direction of the work, but 
also for this clear documentation of it. Not the least 
of the contributions to a subject as confused as it is 
important lies in their clarification of the aims and 
objects of teaching social medicine. As an example, 
one may quote: “It is of critical importance to make a 
distinction between ‘knowledge of human behaviour * 
and ‘ humanitarianism.’ ” JouN ELLIs. 


INFANT MORTALITY IN INDIA 


Infant Mortality in India, 1901-55. A Matter of Life and 
Death. By S. Chandrasekhar. With a foreword by Professor 
Philip M. Hauser. > ls 5. 20s.) London: George Allen 
and Unwin Ltd. 195 
The prosperity of a nation depends finally on the welfare 
of mothers and their infants, who are the future citizens, 
but in developing countries death and disease exact a 
heavy toll from them. In this book infant mortality 
in India is studied for the first time, the period covered 
being the past half-century, over which, though data 
are lacking, trends are discernible. The statistics avail- 
able in official records and a few private studies are 
investigated. The formulae for the measurement of 
infant mortality are described and the difficulties 
encountered owing to the absence of accurate data. 
Infant mortality in India is then contrasted with that 
in other countries. The causes of infant mortality in 
India are discussed so far as that is possible where 
causes of death are not certified, and* they are 
grouped epidemiologically in four categories: biological, 
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economic, social and cultural, and medical and patho- 
logical. Finally, a policy to remedy the situation is 
formulated briefly. 

Statistics in India are collected by the usually illiterate 
and ill-paid village headman, and may be inaccurate by 
as much as 20% or more. Throughout the world infant 
mortality has been falling during the last 50 years, and 
in India it dropped from 215 to 120 per 1,000 live births. 
It was found to vary according to the economic and 
cultural status of the group studied, and the highest 
rates were associated with poverty and insanitary urban 
life. The conditions under which Indian women are 
confined rival those with which Semmelweis contended. 
The development of maternal and child welfare in the 
widest sense is recommended, and the author urges 
that these services should receive the highest financial 
priority. 

This interesting book fills a serious gap in the picture 
of public health in India. It contains important informa- 
tion concerning the health hazards of mothers and their 
children, and points out that no voluntary reduction 
in expansion of population will take place until a big 
decline in infant mortality has been achieved. 


T. H. Davey. 


CLINICAL RADIOLOGY 


Klinische Radiologie des Magens und des Zwélffingerdarms. 

By Pierre Porcher, Hans-Ulrich Stéssel, and Paul Mainguet. 

Preface by H. H. Berg. (Pp. 264+xii; illustrated. DM. 72.) 

Stuttgart: Georg Thieme Verlag. 1959, 

Clinical Radiology of the Stomach and Duodenum is 
not an orthodox book on x-ray. diagnosis of these 
structures. 

Dr. Porcher, of Paris, and his two pupils, Dr, Hans- 
Ulrich Stéssel, of Bern, and Dr. Paul Mainguet, of 
Brussels, have produced in this volume an account of 
the radiological techniques and methods employed in 
the X-ray Diagnostic Department of the Hépital Saint- 
Antoine in Paris. Their experience is based on a very 
large volume of work carried out in this very well- 
known department and also on the teaching methods 
of Dr. Porcher. 

In the opening chapters standard procedures are 
discussed and extensively illustrated with well-chosen 
radiographs. The main emphasis in the book, however, 
is directed to the more specialized investigations, 
particularly in the use of drugs in examinations of the 
stomach and duodenum. These chapters in the book 
are covered very fully. The other techniques, which 
are described in detail, are double air-contrast studies 
combining pneumoperitoneum with intragastric air 
and subsequent tomographic x-ray examinations. 
Finally, x-ray cinematography and its application in 
the functional diagnosis of gastro-duodenal lesions are 
dealt with. 

It is a pleasure to read this book, as it gives one an 
authoritative account from this well-known school of 
gastroenterology. It will prove a great stimulus and 
challenge to those dealing with the problems of gastro- 
enterological examinations to break away from the 
simple routine methods of investigation and make use 
of some of Dr. Porcher’s teaching and his specialized 
procedures, which will undoubtedly play a part in 
accurate diagnosis and understanding of gastric and 
duodenal function. 

The production of the book is excellent, particularly 
the radiographic prints. ‘The world literature, too, is 


well covered. R. E. STEINER. 


TEXTBOOK OF DERMATOLOGY 


Diseases of the Skin. By James Marshall, M.D.(Lond.). 
(Pp. 944+viii; illustrated. 84s.) Edinburgh and London: 


E. and S. Livingstone, Ltd. 1960 
This is a new textbook of dermatology published in 
this country by a South African dermatologist of wide 
experience. It is of orthodox pattern, is very 
comprehensive and well written, and incorporates the 
important work done in this field since the war. The 
introductory chapters are excellent and _ concise, 
presenting the skin as a dynamic organ and encouraging 
a general medical approach to the subject. Diagnosis 
is dealt with in a practical fashion, and the broad 
principles of sound treatment are well set out. Coming 
from South Africa, the author discusses the more 
exotic diseases seen in the coloured races more 
adequately than is the case with most textbooks, but, 
as he insists, dermatology is much the same the world 
over. The illustrations are in black-and-white and 
many of them are very good, but a number are of 
only moderate quality and not very helpful. 

The tendency to simplify terminology, so admirably 
followed in some recent textbooks, is not seen in this 
work. Most of the old and confusing labels are retained, 
and the author has in places added to the student’s 
difficulties by introducing such terms as the “ lucites ” 
for affections produced by various forms of radiation 
The sections on toxic erythemata, urticaria, and 
pyogenic affections are not as good as most of the 
work—there are occasional departures from generally 
accepted facts. Scrofuloderma is not regarded as the 
gummatous form of tuberculosis, and not all would 
follow the author in his exposition on _ the 
“eczematides.” He does not mention the use of 
podophyllin therapy, which is generally regarded as 
a valuable addition to the treatment of lichenified 
affections, and the discussion of psoriasis is unhelpful 
and calculated to depress patient and practitioner. But 
these are small deficiencies in a work that is of a 
high standard and will take its place as a valuable 
addition to the standard works on the subject. 


J. T. INGRAM. 


TEXTBOOK OF§NUTRITION 


Modern Nutrition in Health and Disease. Dietotherapy. 
Edited by Michael G. Wohl, M.D., and Robert S. Goodhart, 
M.D. ‘ond edition. Pp; 1,152; illustrated. £6 18s.) 
London: Henrv Kimpton. 1960. 


Nearly sixty leading American nutritionists, all but a 
few with medical qualifications, have contributed to 
this massive textbook. Two advantages are secured 
by this division of labour. Firstly, each section, 
whether dealing in detail with a single nutrient or 
more broadly with mechanisms such as the absorption, 
digestion, and metabolism of foods, has been written 
by an expert in the field concerned. Secondly, it has 
been possible to keep the contents of the whole book 
closely in step with results of recent research. The 
use of the word “modern” in the title is therefore 
well justified. 

Since the publication of the first edition, five years 
ago, there have been many deletions, and even more 
additions. Two new sections have been introduced, 
one on chemical food additives and the other on the 
possible influence of dietary factors in the production 
of atherosclerosis and coronary heart disease. About 


500 pages are devoted to Part I, covering * Normal 
Nutrition” in both man and other species. 


Part II 
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occupies the next 400 pages, and treats “ Nutrition in 
Disease.” A shorter Part III deals with “ Nutrition in 
Periods of Physiological Stress.” An appendix includes 
the excellent tables of food composition which have 
already appeared in the Heinz Handbook of Nutrition. 
Specimen menus are given, 
book, for the feeding of normal human subjects and 
patients suffering from different diseases. 

All readers will be impressed by the wealth of 
information which is provided. The range of interests 
extends from the biochemical role of vitamins in 
oxidative enzyme systems to the practical instruction 
of obese patients regarding weight reduction. The 
perfectionist may perhaps wish for somewhat greater 
uniformity in the material included, which might 
perhaps have been achieved by more careful briefing 
of the contributors. Thus structural formulae of most 
of the vitamins are included, but one searches in vain 
for the formulae of vitamins D and E. Careless 
proof-reading, no doubt, has allowed serious errors to 
occur in the formulae of vitamin-B, derivatives. In 
some places statements which may still be regarded as 
controversial are given without adequate literary 
references. Although 90 references are given after the 
chapter on vitamin A, for example, many more seem 
desirable for the full support of the text. The solid 
virtues of this book, however, far outweigh these minor 
criticisms. It can be strongly recommended to all 
those who desire to increase their knowledge of the 
complicated science of nutrition in all its aspects. 


T. Moore 


THE INTESTINAL TRACT 


The Intestinal Tract: Structure, Function, and Pometony S in 
— of the Basic Sciences. By Richard Paul Spencer, A 

M.D. (Pp. 411+xvii. £5 2s.) Springfield, I inois 
so C. Thomas. Oxford: Blackwell Scientific Publica- 
tions. 


I read this book with a mixture of great pleasure and 
some disappointment. The author, who has a strong 
biochemical background, has set out to review intestinal 
function and dysfunction in terms of the basic sciences. 
As he himself remarks, this is not a textbook of bedside 
gastro-enterology. 

The book is divided into three main sections. The 
first consists of only two chapters dealing respectively 
with development, genetics, and structure, and with 
clinical and laboratory techniques. Although this 
second chapter is little more than a summary, it cites 
56 references to original papers where the methods are 
given in detail. It is unfortunate that, when the author 
refers to the use of induced pneumoperitoneum as a 
means of studying the intestine, the only reference he 
quotes is a radiological study describing a particular 
method of recognizing the existence of a spontaneous 
pneumoperitoneum. With this exception, all the 
references appear to be appropriate. 

The second, and major, section of the book deals with 
intestinal function and its modifiers, while the third and 
final section is on disorders of intestinal function. Some 
chapters, for example those on absorption and potassium 
metabolism (on both of which topics the author has 
himself worked actively), are conspicuously good and 
will be read with profit by clinical student, physician, 
and research worker alike. Certain other chapters are 
less happy and amount to little more than a compilation 
of miscellaneous facts, though even here the enthusiast 
will constantly be surprised and stimulated by the 


in various parts of the | 


information he finds. It must be admitted, however, 
that the best place for reading much of it would be in 
a large medical library so that the original papers could 
be consulted whenever necessary for amplification. 1! 
do not regard this as a serious disadvantage, and, indeed, 
I look forward to using the book in precisely this way 
myself. 

The book is printed in clear type but there are a 
number of spelling mistakes and printer’s errors. 
together with grammatical lapses such as the use of 
“somewhat identical.” One expects a higher standard 
of proof-reading from a firm with the reputation of 
Charles C. Thomas. 

In spite of these criticisms, I must make it plain that 
my pleasure in the book far exceéded any disappoint- 
ments. The book is unique in its approach to intestinal 
disease and one can only applaud the energy with which 
the author has tackled his pioneer task. It is an approach 
which is potentially much more fruitful than that of the 
traditional textbook of individual diseases, and we can 
afford to forgive any unevenness of performance in view 
of the magnitude of the subject and the absence of any 
comparable texts. S. C. TRUELOVE. 


METABOLIC HOMOEOSTASIS 


Metabolic Prete ys oe 3 A Syllabus for Those Concerned 
with the Care of we By Nathan B. Talbot, M.D., 
Robert H. Richie, M.D., John D, Crawford, M.D., and Edith 
S. Tagrin. (Pp. Sze illustrated. 24s.) Cambridge, 
Mass.: Harvard University Press  _ueaacaaaey Fund). 
London: Oxford University Press. 


This compact book is worthy of careful study by 
clinicians, clinical biochemists, and physiologists, though 
the novice may not find it easy reading. The first half 
deals lucidly with the physiology of water and electrolyte 
homoeostasis, and the author’s views on the management 
of fluid and electrolyte derangements are presented in 
the second half, with particular emphasis on quantitative 
considerations. Such diverse topics as _ infantile 
diarrhoea, diabetic ketoacidosis, and parenteral fluid 
therapy for burned patients are considered. 

Each topic is dealt with concisely and is illustrated by 
excellent charts and diagrams. The main references are 
given at the end of each subsection. The authors’ 
rather dogmatic approach makes for clarity in the first 
half of the book but sometimes results in over- 
simplification of clinical problems. It is to be hoped 
that the lessons which this book sets out to teach will 
receive due attention and that the air of mystery which 
still sometimes surrounds the management of these 
patients will be to some extent dispelled. 


R. W. E. Watts. 


PRINCIPLES OF CHIROPODY 
The Principles and Prue of Chiropody. By John H. 
Hanby, F.Ch.S., and H. Eas F.Chs. | Resor by 
’M. Sc., F.R.C.S. Second 


Norman C, Lake, M.D., d 
edition. (Pp. 444; itty iHustrated. 30s.) London: Biailliére, 


Tindall and Cox. 
The wide range of knowledee and training required 
of the modern chiropodist was the stimulus that gave 
rise to the first edition of this textbook, which rapidly 
gained acceptance as an authoritative work on the 
subject. It is an indication of the continued growth 
of the specialty that, while the word “Practice” has 
now been included in the title, it has been possible for 
the authors to dwell only on the theory on which the 
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practical aspects should be based, having rightly 
decided that modern methods of appliance-making 
have advanced to a stage where they demand textbooks 
of their own. 
Now that the chiropodist is becoming so much more 
closely associated with his medical colleagues, it is 
right, though onerous, that he should be expected to 
have such a wide understanding of medicine and 
surgery as well as of the basic sciences. To compress 
such essential information into a textbook of what is 
essentially a practical specialty is no mean task, and 
the authors are to be congratulated on bringing this 
second edition up to date without enlarging it unduly. 
There is no doctor or orthopaedic specialist who would 
not benefit by spending an evening in their company 
in this admirable work. T. T. STAMM. 


ANAESTHESIA OF LABORATORY ANIMALS 


An Introduction to the Anaesthesia of Laboratory Animals. 
By Phyllis G. Croft, Ph.D., M.R.C.V.S. (Pp. 31; illustrated. 
3s. 6d.) London: Universities Federation for Animal 
Welfare. 1960. 


The purpose of this booklet is to assist technicians 
to select anaesthetics for operative procedures for 
investigating dosage toxicity or other physiological 
processes and to enable the junior graduate to administer 
the anaesthetic effectively and humanely. After 
providing a simple and useful glossary, including 
synonyms, it treats of equipment, the handling of 
animals, the choice of drugs and anaesthetics and their 
administration, and then follows with pre- and post- 
operative measures and emergency action. The animals 
considered are limited to the rabbit, guinea-pig, hamster, 
rat, and mouse. For the cat, dog, ferret, fowl, and 
monkey the reader is referred to Wright’s Veterinary 
Anaesthesia and the UFAW Handbook on the Care and 
Management of Laboratory Animals. 

This book is clearly very limited in scope, but within 
the limitation it should be of practical use to the 
technician who needs to “ dress ” for his chief who is to 


operate. A. St. G. HuGGETT. 





The project financed by the Wellcome Trust for repub- 
lishing the papers of Ehrlich was acclaimed in a review 
of Volume I of the series in this journal three years ago 
(1957, 1, 1515). Two further volumes have since appeared 
(The Collected Papers of Paul Ehrlich, Vol. UW, 1957; 
Vol. III, 1960. Pergamon Press, London. £8 each), the 
first containing 42 papers on subjects connected with 
immunity and nine on cancer research, the second 46 papers 
on chemotherapy. Each volume, like the first, contains an 
admirable preface by Sir Henry Dale which describes both 
the content of the volume and the consequences of Ehrlich’s 
work for medicine as it is to-day. The gigantic intellectual 
stature of a man who laid many of the foundations of 
present-day immunology, and not only conceived the idea 
of chemotherapy but first applied it successfully, can be 
better appreciated with the help of these volumes. 


“No biological subject is of greater interest than the 
subject of man’s evolution,” says Mr. KENNETH WALKER in 
his book, Life’s Long Journey, and he goes on to con- 
sider what form his future evolution will take. Man, he 
believes, is now at a very critical stage of his development, 
and, rejecting the mechanistic view of the universe, concludes 
that,“ it is to religion—in the wider sense of that much- 
abused word—that man will have to turn for help if he is 
to evolve any further, for religion affects the whole man 
and not merely his reason.” (Gollancz; 191+xiii pp.; 


bibliography and index ; price 21s.) 
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HAZARDS FROM IONIZING RADIATION 


The Medical Research Council’s first report on the 
hazards of nuclear radiations’ had a remarkably wide 
circulation. As is to be expected with a subject so 
novel and highly technical, the report has been used 
both wisely and unwisely, but there can be no doubt 
of its unique value to workers who must concern 
themselves with nuclear radiations. The second 
report,? summarized and discussed in this journal last 
week,’ * is not a revised edition. Thus the first is 
still valid and should be read along with the second, 
which might be regarded as a work on recent 
advances with just enough of the original matter to 
give the reader his bearings. 

The years intervening between the two reports have 
been well spent in making increasing numbers of 
measurements. Background radiation from natural 
sources—still by far the largest contributor of 
radiation-dose to the man in the street—has been 
measured in detail for a number of selected environ- 
ments. The data thus collected indicate that the 
differences between places of normal habitation are as 
great as or greater than man’s artificial contribution. 
Medical radiology, which the first report identified as 
providing the next largest contribution of radiation- 
dose, has been reviewed by another committee under 
the chairmanship of Lord Adrian.’ The committee’s 
multitudinous measurements show that the genetically 
effective dose to the population is now rather less 
than was formerly calculated. This may be because 
the M.R.C.’s first report made everyone more aware 
of the potential hazard. Occupational exposure to 
radiation, in spite of the increasing numbers of people 
employed in occupations with this risk, is still not an 
important factor in national dose; in terms of 
genetically effective dose it amounts to about 0.5% of 
that from natural background. Moreover, the doses 
to individuals have been maintained at a commend- 
ably low level. These observations are a tribute to 
the radiation protection services, central and local, 





1 The Hazards to Man of Nuclear and Allied Radiations, Medical Research 
Council, 1956. H.M.S.O., London. 

2 Ibid., Second Report, Medical Research Council, 1960. H.M.S.O. 
London. 

3 Brit. med. J, 1960, 2, 1947. 

4 Ibid., 1960, 2, 1944, 

5 Ibid., 1960, 2, 1727. 


and another manifestation of the general awareness 
of the hazards and of the need to contfol them. 

While Great Britain has been remarkably free 
from radiation accidents endangering the lives and 
health of individuals, it has experienced the major 
accident to the Windscale No. 1 Reactor. By good 
fortune and good management the losses were 
confined to the material—the reactor itself—and no 
loss of life or detectable biological damage resulted. 
The incident has been taken as an informative warn- 
ing, and in the present report the Medical Research 
Council’s Committee on Protection against Ionizing 
Radiation contributes two appendices on the 
acceptable limits of exposure under conditions of 
emergency. 

Exposure of the population to fall-out from 
nuclear weapons first fired public anxiety about 
radiation hazards. Therefore the present report, like 
its predecessor, discusses the subject fully. The year 
1956 was in the early days of fall-out from the large 
thermonuclear devices; measured data were few, 
and theories were consequently based on somewhat 
tenuous evidence. In the intervening four years 
there have been more thermonuclear explosions of 
different magnitudes, in different latitudes, and at 
different altitudes. Many more measurements have 
been made, notably in Great Britain by the Atomic 
Energy Authority, the Agricultural Research Council, 
university departments, and the Medical Research 
Council itself. The combined series of surveys, 
and evidence collected in other countries, 
now give a much better understanding of the 
principles at work. The movements of the fission 
products in the stratosphere and from the stratosphere 
to the lower atmosphere, whence they fall out and are 
deposited in rain, are explicable on meteorological 
theory. The future fall-out of the residual products 
of previous explosions (and of future explosiens 
should they occur) can therefore be predicted more 
accurately. The passage of the long-lived fission 
products strontium-90 and caesium-137 and of the 
neutron-induced radioactive carbon-14 into the land, 
the sea, and their food products can similarly be 
forecast from improved theory. One result of all this 
has been that the Medical Research Council in 1960 
feels able to relax on the very low level of strontium- 
90 in human bone which in 1956, because of 
uncertainty about basic theory, it felt bound to regard 
as a warning level. At the same time it has slightly 
reduced what it would regard as the permissible level 
in the bones of the population ; this was more for the 
formal reason of adopting the same conventions for 
calculation as the International Commission of 
Radiological Protection than because of any real 
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difference in calculated lack of effect. Though 
strontium-90 ;may remain for this generation the 
public enemy No. 1 of weapon-debris, the M.R.C. 
notes that, in the short term, certain conditions, 
which did in fact occur in early 1959 after 
weapon tests in 1958, could cause external 
radiation from a mixture of y-ray emitters of short 
and medium life to have a prominent role as a hazard. 
Furthermore, over the centuries as a genetic hazard 
carbon-14 takes first place. 








MANAGEMENT OF NEPHROSIS IN 
CHILDHOOD 


The rapid appearance of generalized oedema in 
childhood is due in the great majority of cases to 
acute haemorrhagic nephritis or to nephrosis. The 
former is predominantly a disease of schoolchildren, 
and in over 80%, of cases develops about 10-14 days 
after a streptococcal infection, in the throat or else- 
where. The oedema is rarely severe, and is usually 
associated with some degree of hypertension, 
azotaemia, and frank haematuria. Treatment with 
rest in bed for six weeks or thereabouts, with 
limitation of fluids and protein in the early stages, 
and by eradication of streptococci with penicillin, 
results in complete recovery in about 90% of cases. 
A very few die, in the acute stage, of uraemia or left 
ventricular failure. A few have persisting albumin- 
uria and microscopic haematuria and die, perhaps 
years later, of chronic glomerulonephritis. 

In nephrosis the clinical picture and its course are 
very different. This is a disease most often seen in 
the pre-school child..“* Oedema is the presenting 
feature, unheralded by previous illness, and rapidly 
becoming massive. It is associated with heavy 
albuminuria, hypoproteinaemia, hypoalbuminaemia, 
a characteristic distortion of the serum globulins, and 
hyperlipaemia. Hypertension, azotaemia, and frank 
haematuria are absent, though they may ultimately 
appear after months or years of illness when they 
precede death from uraemia.* Before the advent of 
sulphonamides and antibiotics these children usually 
died of intercurrent infections, particularly those due 


1 Basnett H. L., Forman, C. W., and Lauson, H. D., Advanc. Pediat., 19$2, 





* Friderich, J., Prader, A., and . ee G., Helv. paediat. Acta, 1954, 9, 109. 
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to pneumococci, such as primary peritonitis. Senior 
paediatricians will remember the unhappy picture of 
these waterlogged little creatures who occupied their 
beds for long periods and resisted all attempts to 
promote a diuresis. None the less, the recovery rate in 
the pre-antibiotic era was about 40-50%* *—a much 
better prognosis than that reported for type Il 
nephritis in adults*. During the period 1939-50 the 
advent of efficient bacteriostatic drugs removed some 
of the dangers of overwhelming infection from these 
children with their persistently low serum levels of 
gamma globulin, and, in fact, a considerable advance 
in their management ensued. The ultimate recovery 
rate, however, showed little change, as deaths from 
uraemia replaced some of those previously due to 
infections.*-**> It was generally accepted, and has 
recently been confirmed by D. Lawson and his 
colleagues,* that none of the methods of treatment in 
use during these years had any effect on the 
prognosis. These included induced infections such 
as measles and malaria, administration of mercurial 
diuretics, infusions of plasma, serum, and salt-free 
plasma substitutes, cation exchange resins, thyroid, 
decapsulation of the kidneys, and mechanical 
drainage. In fact, some patients died of well- 
intentioned attempts at treatment.° 

Between 1950 and 1955 it became possible for the 
first time to induce complete or partial remissions 
of the disease in most cases with cortisone’ * and 
corticotrophin.* *° It was usual during this period to 
give these hormones for short periods (5-14 days) in 
large doses, and this frequently resulted in complete 
disappearance of oedema, albuminuria, and the other 
characteristics of nephrosis. Their effects were, 
however, only temporary, and there was no evidence 
that they influenced the long-term course of the 
disease. 

From 1955 a succession of new synthetic steroids 
with greater glucocorticoid activity than cortisone and 
less effect on electrolyte balance became available. 
They include prednisone, prednisolone, triamcinolone, 
and dexamethasone, and became the treatment of 
choice in the nephrosis of childhood,* ** * to be given 
in conjunction with a diet low in sodium and rich in 
protein, and with a prophylactic antibiotic such as 
penicillin or tetracycline. These newer steroids 
were usually started in large doses (40-60 mg. of 
prednisolone per day**) which were gradually reduced 
over a period of 4-6 weeks. It does not seem to make 


much difference which particular steroid is used. The 
immediate symptomatic and biochemical response 
with the longer courses of the newer steroids was 
better than with shorter periods of treatment, and the 
remissions were much more prolonged.’* In fact, it 
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was now possible to keep most, though not all, 
nephrotic children free of oedema for long periods, 
during which they could attend school and live a 
more or less normal life. Relapses of their disease 
often responded to second and third courses of 
steroid therapy. 

Recently, there has been a tendency in many 
centres’ '* '* to maintain the steroid therapy at low 
levels of dosage for much longer periods. Reappear- 
ance of albuminuria is taken as an indication for 
increasing the dosage, and some patients are being 
maintained on prednisolone 10-15 mg. per day for 
many months. This long-term maintenance treatment 
is aimed at reversing the pathological changes in the 
glomerular basement membrane, though there is, as 
yet, no evidence that it can do so. Serial histological 
studies of the renal lesions under steroid therapy by 
means of renal biopsy, as have been carried out in 
adults,’* might yield valuable information. It is, at 
present, impossible to state that these very long 
courses of steroids with their attendant side-effects 
such as arrest of growth, development of moon-face 
and obesity, osteoporosis, and possible peptic ulcera- 
tion will result in a better recovery rate than courses 
of 4-6 weeks’ duration. Recently, R. G. Mitchell’* 
in Great Britain has favoured a regimen involving 
very large doses of cortisone given intermittently over 
long periods. This was first used in the U.S.A. by 
K. Lange and co-workers,’* in the hope that large 
enough doses would suppress formation of antibody 
until the antigenic stimulus had disappeared.’’ At 
the start of the treatment A.C.T.H. is given intra- 
muscularly in a dose of 20 mg. twice daily for 14 days. 
Subsequently 400 mg. of cortisone is given orally 
each day for three days in every seven for as long as 
52 weeks. This is followed by gradual lengthening 
of the interval between the three-day courses over 
several months. Apart from transient hypertension 
in a few cases side-effects appear to be minimal. 
Though this very expensive treatment may not be 
favoured as a routine, it is worthy of trial in every 
nephrotic child who has not responded satisfactorily 
to previous courses of steroid therapy. 

D. Lawson and colleagues*® have pointed out that 
without any specific treatment some 20-30% of 
patients will proceed to irreversible renal damage. If 
intercurrent infections are promptly and adequately 
treated, there should be a natural recovery rate of 
60-70%. Steroid treatment, therefore, must have a 
cure rate of 80-90% before it can be regarded as of 
lasting value. At present, the most that could be 
claimed is that steroid therapy is capable of 
producing satisfactory and long remissions of the 
disease. Its effect on ultimate prognosis and the best 


way of using these powerful but dangerous hormones 
must await at least another five years of trial and 
observation. 

Since there is no clear evidence that delay in start- 
ing steroid treatment affects the ultimate result, and 
since nephrosis in childhood has a tendency to 
spontaneous remission, some authors have suggested 
a delay of up to three months in starting treatment.’ 
In the interval attempts to abolish oedema with 
chlorothiazide, possibly combined with an aldosterone 
antagonist such as spironolactone, might be made. 
Others* '* have advised that steroids be started in all 
patients as soon as the diagnosis has been established 
on reasonable clinical and biochemical grounds. 








PLACEBOS 


Textbooks on pharmacology consider such variables 
in drug administration as the weight, age, and sex of 
the patient but usually do not consider what is often 
an equally important variable—his personality. This 
is illustrated by work of C. R. B. Joyce,? who 
administered placebos to medical students and found, 
like most earlier authors, that the subjects could be 
divided into two groups, reactors who developed 
symptoms and non-reactors who did not. He then 
administered various psychological tests to the subjects, 
and on the basis of these results predicted whether an 
individual student in a second group would be a 
reactor or not. His findings are in line with the 
earlier work of L. Lasagna and colleagues,? who 
distinguished reactors and non-reactors on the basis of 
their Rorschach responses. The different personality 
structures have also been described by J. M. von 
Felsinger and colleagues, and R. W. Tibbetts and 
J. R. Hawkings.* Personality, of course, is not constant 
and neither is the response to placebos: H. E. Hill 
and colleagues’ have shown that it depends on the 
patient’s current motivations. 

The majority of medicines used from the earliest 
times have been placebos. Originally these were nauseous 
biological by-products, but with increasing sophistica- 
tion the chemical laboratory has produced, often at 
great expense, more palatable substitutes. As each is 
introduced, it is followed by a cluster of favourable 
reports (quaintly called the “literature”), and it is a 
wise physician who follows the advice variously 
attributed to Sydenham, Trousseau, and Osler that the 
physician should treat as many patients as possible with 
new drugs while they still have the power to heal. 

The placebo response has served doctors well. 
Because of it they have throughout the centuries been 
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held in high esteem, despite the dearth of medicines with 
beneficial therapeutic effect. On the rare occasions 
when they had an effectual remedy, as in the chance 
use Of meadow saffron to treat gout or burnt sponge 
to treat simple goitre, they had no means of evaluating 
their results. At the present time many of the 
medicines commonly administered are placebos. 
However, as the experienced doctor knows, in most 
of the minor psychiatric and psychosomatic conditions 
the potent therapeutic agent is the doctor himself, and 
he can often get good results with whatever he 
prescribes if he has a good relationship with the patient, 
spends some time with him, and tries to understand 
his problems. S. Wolf’ reports the case of a patient 
with a histamine-fast achlorhydria, in whom a gastric 
carcinoma was suspected. She was saved from a 
laparotomy when the surgeon, who had inquired into 
her background, asked: “Why did you not take your 
husband back when he returned from overseas ? ” 
She promptly produced gastric acid without histamine. 
That the doctor is frequently the most ‘important 
therapeutic agent is illustrated by the findings of L. D. 
Hankoff and colleagues,* who treated schizophrenic 
patients first with a placebo and then with an ataractic 
drug. They found that 86.8% of the patients who 
failed to respond to the placebo also failed to respond 
to the ataractic, The common factor seemed to be:the 
relationship between the patient and the doctor. They 
regard the placebo response as a non-verbal com- 
munication between patient and doctor, the affective 
response to this relationship being displaced on to the 
placebo. In other words, if the patient feels that the 
doctor is helping him, he will respond to the placebo. 
Wolf has reported another study which indicates the 
part that the personality of the physician can play.’ 
An oral placebo was administered to two groups of 
subjects under identical conditions and the acid 
response of the stomach was studied. Those of 
Doctor A showed a 12% increase in gastric acidity: 
those of Doctor B an 18% decrease. This difference 
is significant at the 0.001 level. 

There have been several studies of the placebo 
response in recent years and we are perhaps gradually 
beginning to understand something about it, so far as 
medicines are concerned. History suggests that it is 
an advantage if the placebo is expensive: consider 
unicorn horn, bezoar stones, and mandrake roots. 
Dramatic physical effects are also beneficial: if the 
patient is having acetylcholine injections or inhaling 
carbon dioxide, he is obviously having “ treatment,” 
which is not the case if the doctor is “only talking.” 
It is probable that it makes for good results if the 
doctor shares the patient’s false belief that the 
treatment is effective, a point which is illustrated by 
another anecdote of Wolf’s. This concerns a chronic 
asthmatic of 27 who had suffered almost continuously 
for the preceding 17 years. He was refractory to most 
drugs, including adrenaline, and had become a regular 
subject on whom to test new drugs. A new drug on 


trial from a pharmaceutical firm gave dramatic results. 
If the patient, without his knowledge, was given a 
placebo instead of the agent, the asthma returned, and 


changes from agent to placebo and vice versa consistently 
produced results in favour of the agent. It was only 
when the company was approached for an additional 
supply that the investigator discovered they had decided 
to send a placebo rather than the agent under 
investigation. 

Nor is the placebo effect confined to medicines. 
Treatment by the methods of physical medicine is 
found sometimes to be in this category, while even the 
rationale of some surgical operations has likewise been 
called in question. 

The carefully controlled clinical trials conducted 
since the war have led to a fuller appreciation of the 
placebo response, and made clearer what was only 
half perceived before. Further understanding of it 
could help the more selective prescribing of drugs. 


THE PUBLIC HEALTH BILL 


The Government’s new Public Health Bill, which 
recently had its second reading in the House of Lords,’ 
is largely a consolidating and amending Bill and will not 
replace the Public Health Act of 1936 as the principal 
Act in this field. As is usually the case with such 
legislation, many parts of it have no direct bearing on 
health as such but deal with such matters as street light- 
ing, parks and open spaces, and pleasure fairs. Many 
clauses have been adapted from local Acts, according to 
the well-established system by which experiments in 
public health legislation are tried in a few key areas 
before general legislation is passed to implement them 
nationally. 

Immediate medical interest centres in clauses 34-38. 
Clause 34 proposes that, where there is reason to believe 
that a person is suffering from a notifiable disease and 
is not under treatment, the medical officer of health may 
apply for a justice’s warrant for the compulsory medical 
examination of the person. This will provide a long- 
needed power which can be invaluable in the quick 
tracking down of certain elusive sources of infection. 
Section 35 compels occupiérs of premises in which there 
has been or is any person suffering from food-poisoning 
to provide the medical officer of health on application 
with information required to trace the source or prevent 
the spread of food-poisoning, a provision which could 
be particularly useful in the case of tenements and 
lodging-houses. r 

In recent years health authorities have often sought to 
limit epidemics by restricting the assembly of children 
in places of entertainment and suchlike, but have had to 
rely mainly on the good will of the proprietors ; clause 
36 makes it possible for local authorities to impose such 
restrictions on the advice of the medical officer of 
health. Clause 37 proposes that to prevent the spread 
of notifiable or food-borne diseases the medical officer 
of health may request any person to discontinue his 
work and provides for compensation to persons so 
suspended from work—a welcome and practical exten- 
sion of present limited powers. Clause 38 disposes of 





1 House of Lords: Official Report, November 24, 1960. 
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the legal argument about what are the “articles” 
which rag-and-old-clothes-dealers may with impunity 
“sell or deliver” to young people by making it clear 
that animals, fishes, birds, or other living things are 
included in the definition. 

The most sweeping reform proposed in the Bill is 
contained in clauses 4-11. Building standards have 
hitherto been principally determined by building by- 
laws drawn up at the discretion of local authorities ; 
under the Bill local authorities will no longer have 
power to make building by-laws and building standards 
will be enforced by regulations made by the Minister 
of Housing and Local Government and applying 
nationally. This should ensure uniformity of standards. 
So far as defective premises are concerned, the Bill 
proposes a new and speedier means of dealing with 
housing defects if the following of the rather cumber- 
some present procedure would occasion “ unreasonable 
delay.” Legislation on the subject of cellars will be 
strengthened by clause 27, which proposes that cellars 
or rooms with floors below subsoil water level shall not 
be constructed without the consent of the local authority, 
which may impose conditions on the construction and 
use of such cellars. Other sections of the Bill codify 
and strengthen the law relating to the control of trade 
effluents. By and large, the Bill can be welcomed as 
taking several useful steps forward, even though it may 
not contain all the improvements which progressive 
public health officers would have liked to see in it. 


SIZE TO ORDER 


In a remarkable series of experiments R. A. McCance 
and his collaborators’~5 have shown that with skilled 
timing and management they can, by altering food 
intake, rear dwarf pigs and poultry and giant rats. 
Keeping a young puppy or rat at a constant weight for 
many months by controlling the plane of nutrition has 
been done before, but the Cambridge group believe that 
they are breaking new ground in making such studies of 
livestock. Induction of true gigantism by dietary means 
is more of a novelty, however. G. C. Kennedy,* mixing 
rat litters born of different mothers on the same day, 
found that if one mother was given only three newborn 
rats to suckle from birth the young would take more 
milk and grow more quickly than siblings which were 
fed in larger groups by the other mother. After wean- 
ing, the appetites of the former continued to be “set” 
at a voracious level, and they went on growing more 
quickly until they became heavier and larger as adult 
rats than was usual for the strain. 





1 McCance, R. A., ne. J. Nutr., 1960, 14, 59 
* Pratt, C. W. voi and McCance, R. A. A., ibid., 1960, 14, 75. 


3 Kennedy, G. C., J. fens 1957, 16, + eo 
* Widdowson E. M.. d McCance Soc. B., 1960, 152, 188. 
5 Dickerson, J. W. 7" and Widdowson, A Mt “ibid, 1960, 152, 207. 


* Falkner, F., “Arch. Dis. Childh., 1957, 32, 386. 

' ts, EM. B. , Davies-Thomas, E., and Pickett, K. G., Brit. med. J., 
1953, 1, 

® Acheson, R. M., in Symposium on Human Growth, 1960, Symposium 
Society of Human re Vol. 3, London, 


* Tanner, eS M., Growth at ae 1955, Oxford. 

10 Bayley, N. ., and Pinneau, S. R., in ulich, W. W., and Pyle, S. I. Radio- 
oe A Atlas of Sk of the Hand cm Wrist, 1959, 2nd 
ed ford. 

1} Acheson, R. M., tyre, M. N., Brit. J. exp. Path., 1958, 39, 37. 


d Macin 
12___ ____ and Gidham, EB. C., Brit J. Nutr., 1959, 1 
13 Boyne, A. W., in Symposium ‘on Human Growth, ‘1960. Vol. 3, London. 


Certain of the findings in these experiments may be of 
interest to those concerned with physical development 
in the human child. In the first place, regardless of 
whether growth was accelerated or retarded, the dental 
eruption proceeded at a rate which differed little from 
that of a normal animal, with the result that teeth were 
maloccluded and impacted in the dwarf pigs, whose jaws 
were too small to accommodate all the molars. This 
accords well with what is known of dental development 
in man. F, Falkner* was unable to show that illness had 
any retarding effect on the appearance of deciduous 
dentition, and such differences in the permanent 
dentition as were reported by E. M. Clements and 
colleagues’ to be associated with socio-economic class 
were not statistically significant, a finding in marked 
contrast to the known relationship between social 
status and rate of skeletal growth.* ® Support is thus lent 
to those who believe that environmentally induced 
disturbances in growth are one important cause of 
malocclusion. 

Another observation with a clinical application was 
that the rate of ossification of the epiphyses in the 
rapidly developing rats was not accelerated as much as 
the increase in weight (the latter being intimately 
correlated with increase in length). These animals were 
therefore bigger than normal for their skeletal maturity, 
and they were also bigger than normal at puberty (which 
was judged in the female by the opening of the vagina 
and in the male by testicular weight). Furthermore, in 
both sexes the onset of puberty was earlier than normal. 
These findings illustrate the value of considering skeletal 
maturity as a basis for deciding whether a child is 
merely big for its age or is going to be a big adult?°; 
they also underline its value as a predictor of the onset 
of puberty, for it has been shown that the interrelation- 
ships between skeletal and sexual maturation and 
growth in the rat are very similar to those in man.?! ?? 
Finally, E.. M. Widdowson and McCance‘ suggest that 
the phenomena of accelerated growth and increased size 
they are investigating in the rat may help in the 
understanding of the secular increase in size and in rate 
of growth of children in this country and elsewhere over 
recent decades.* 7% They sensibly take the opportunity, 
however, to point out that “there is no proof as yet 
that we have conferred a permanent benefit on children 
by making them grow faster than they used to do.” 


NEW STUDIES OF DECOMPRESSION SICKNESS 


The recent publication of two papers on decompression 
sickness in the British Journal of Industrial Medicine 
serves as a reminder that the prevention of this condition 
still poses problems for medical men in charge of 
Service personnel' and of staff engaged on civil 
engineering projects.2, Decompression sickness is an 
illness which may occur in people who return to normal 
atmospheric pressure after working at high pressure or 
who are exposed to low pressure after having been at 
normal atmospheric pressure. It takes many forms, but 
the symptoms are all probably due to the presence of 
bubbles either in the extravascular fluids or in the 
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circulation or both. It is generally believed that these 
bubbles form when the tension of the gases dissolved in 
the body fluids becomes sufficiently greater than that 
of the surrounding. atmosphere. The symptoms can 
range from the gradual onset of pain in a joint—* the 
bends ”’—to the more dramatic sudden collapse with 
paralysis of limbs, severe respiratory distress, or cardiac 
failure. These overt manifestations of decompression 
sickness are not the only hazard facing workers in 
compressed air; another is aseptic necrosis of bone, 
presumably due to air embolus of a nutrient vessel. 
Years later this bone damage, if at a weight-bearing site 
such as the head of the femur, may result in disruption 
of the joint surfaces and destruction of the joint— 
so-called caisson disease of bone. 

Decompression sickness is prevented by adjusting the 
rate of change of the external atmospheric pressure so 
that the normal mechanism of gas exchange keeps the 
tension of gas in the body fluids below the critical level 
for bubble formation. Tables of decompression rates 
for various circumstances exist and, in civil engineering 
undertakings, are enforceable by law, but in spite of 
adherence to them cases of decompression sickness 
still occur, as can be seen from time to time in the 
notes about industrial diseases printed in our “ Vital 
Statistics ’’ section. 

It is in an effort to improve the protection of workers 
in compressed air that Campbell Golding and his 
colleagues have made a careful study of the men work- 
ing on the construction of the tunnel under the Thames 
at Dartford. Of particular importance are the findings 
of their radiological studies (the first to be made during 
a compressed-air undertaking). These have led them 
to suggest that some of the serious cases of 
decompression sickness may be associated with lung 
disease. They describe two patients, one in 1957 and 
another in 1958, who were subsequently shown to have 
lung cysts. Since those cases a man who died this year 
after decompression at. another tunnel was also shown 
at necropsy to have a lung cyst. The possibility that 
an air cyst in the lung might, during decompression, 
discharge bubbles of gas into the pulmonary veins has 
not previously received much attention, though A. A. 
Liebow and colleagues* have described two cases in 
which trapping of air in the lung was thought to cause 
the air embolism which occurred during rapid under- 
water ascent in men learning to escape from submarines. 

The radiological studies of Campbell Golding and 
his associates have shown some other surprising results. 
Of the small series so far investigated no less than 10% of 
80 men who had suffered from an attack of “ bends ’ were 
found to have aseptic necrosis of bone. Minor lesions 
were found in 3 out of 20 men who had never reported an 
attack of bends, though they admitted attacks of minor 
pains which compressed-air workers call the “ niggles.” 
The lesions described are presumably very early and 
possibly still reversible, but until more extensive radio- 
logical investigations have been made it is impossible to 
guess at the significance of these findings. What is clear 


1 Gribble, ¥. de G., Brit. J. industr. Med., 1960, 17, 181. 
? Golding, F. C., Griffiths, PP. se zotiemPleman, H. V., Paton, W. D. M., and 


5 Liebow, A. A., Stark, j. e Vogel, J., and Schaffer, K. E., 
Forces med. J., 1959, 10, 265. 
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is that further radiological studies of this condition must 
be made, since it is possible that these may well provide 
the key to the problem of how to prevent some of the 
acute as well as the chronic disorders of decompression 
sickness. 

In competitive civil engineering time is money. Any 
investigative work of this type must be done without 
interference with the normal routine. At Dartford this 
was made possible by the presence of a full-time doctor 
and an x-ray unit on the site. 


NEW YEAR HONOURS 


The award of the K.C.V.O. to Mr. Denis Browne will 
be acclaimed by his many friends throughout the 
Commonwealth. As a pioneer in paediatric surgery, 
and sometimes a forthright exponent of his opinion, 
Mr. Browne has done much to create what is now 
recognized to be a special branch of surgery. An 
Australian, he qualified at Sydney in 1914. After 
serving in the Australian Army Medical Corps 
throughout the war he came to London to complete his 
surgical studies. In 1928 he was appointed surgeon at 
the Hospital for Sick Children, Great Ormond Street, 
and remained there nearly 30 years, retiring with the 
title of emeritus in 1957. While he was there his work 
in particular on harelip and orthopaedic surgery 
brought him an international reputation. In 1957 he 
was awarded the B.M.A.’s Dawson Williams prize for 
distinguished work in paediatrics. 

Dr. C. H. Andrewes, director of the World Influenza 
Centre, receives a knighthood. As one of the pioneers 
in virology, which in the last 25 years has grown into 
an enormous branch of biology, Andrewes led the way 
with his colleagues P. P. Laidlaw and Wilson Smith in 
isolating and characterizing the influenza virus. As 
director of the research at the Common Cold Research 
Unit at Salisbury, Andrewes has recently had the 
gratification of seeing some real advances made by 
D. A. J. Tyrrell and associates there in the understand- 
ing of this troublesome ‘disease. Andrewes qualified 
at Bart’s in 1921 and for his virological work was 
elected F.R.S. in 1939. Professor B. W. Windeyer. 
also knighted, is an Australian, and, like Denis Browne, 
a graduate of Sydney, where he qualified in 1927. Two 
years later he came to the Middlesex Hospital, London, 
and after holding the appointment of radium officer was 
made professor of radiology (therapeutic) in 1942 at the 
age of 38 and director of the Meyerstein Institute of 
Radiotherapy. In addition to much original work in 
developing his specialty, Windeyer plays a distinguished 
part in guiding the course of research in this country 
through his membership of the Medical Research 
Council and its clinical research board. As a popular 
and hard-working dean he has recently been helping 
the -Middlesex Hospital Medical School through a 
period of great expansion. Dr. A. E. R. White, a 
retired physician at Melbourne, receives a knighthood 
for his philanthropic services. Over the years he has 


made great benefactions to aid research in Australian 
universities and hospitals. 
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The names of the following members of the medical 
profession were included in the New Year Honours List 
published in the London Gazette on December 31, 1960. 


K.C.V.O. 


Denis JOHN Browne, M.B., F.R.C.S. Emeritus Surgeon, 
Hospital for Sick Children, Great Ormond Street, London. 


Knighthood 

CHRISTOPHER HowaRD ANDREWES, M.D., F.R.C.P., F.R.S. 
Deputy Director, National Institute for Medical Research. 

ALFRED EDWARD ROWDEN Wuite, C.M.G., M.D., F.R.A.C.P., 
of Toorak, Victoria, Australia. For philanthropic services to the 
advancement of culture and the development of medical research. 

BriAN WELLINGHAM WINDEYER, D.Sc.(Hon.), M.B., B.S., 
F.R.C.S., F.R.C.S.Ed., F.R.A.C.S.(Hon.), F.F.R., F.C.R.A.(Hon.), 
M.R.C.P. Professor of Radiology in the University of London 
and Dean of the Middlesex Hospital Medical School. 


C.B. (Military Division) 

GLEN ALBYN MartTIN KNIGHT, C.B.E., M.B., B.S., D.L.O. Air 
Vice-Marshal, R.A.F. Honorary Surgeon to the Queen. 

Haro_p Epwin Knott, O.B.E., M.D., D.P.H. Major-General, 
late R.A.M.C. Honorary Physician to the Queen. 

WILLIAM PEeRcCIVAL Epwin McIntyre, M.D. Surgeon Rear- 
Admiral. Honorary Physician to the Queen. 

GEorGE PuHiLuips, M.B., Ch.B., D.L.O. Surgeon Rear-Admiral. 
Honorary Surgeon to the Queen. 


C.M.G. 

Lestig Cecit Lioyp AverRILL, M.C., M.D., F.R.C.S.Ed., 
F.R.C.0.G. For services to the medical profession in New 
Zealand. 

SYDNEY SUNDERLAND, M.D., F.R.A.C.P., F.R.A.C.S.(Hon.). 
Professor of Anatomy and Histology in the University of 
Melbourne and Dean of the Faculty of Medicine. Chairman, 
National Radiation Advisory Committee. 


C.V.O. 


JaMEs CeciL HoaG, F.R.C.S. Surgeon to the Ear, Nose, and 
Throat Department, St. Bartholomew's Hospital, London. 


C.B.E. (Military Division) 
CLIFFORD COCKCROFT BARKER, A.F.C., M.B., Ch.B. Group 
Captain, R.A.F. 
Frank Leo Hutter, E.D., M.B., Ch.B., F.R.C.S. Brigadier, 
Royal New Zealand Army Medical Corps, Territorial Force. 
ARTHUR PHILIP TRIMBLE, M.D., M.R.C.P.Ed. Brigadier 
(temporary), late R.A.M.C, 


C.B.E. (Civil Division) 

Epwarp Howsrook Derrick, M.D., F.R.A.C.P. Deputy 
Director, Institute of Medical Research, State of Queensland, 
Australia. 

RONALD BRAMBLE GREEN, D.C.L., M.B., B.S., F.R.C.S. 
Emeritus Professor of Anatomy and lately Dean of Medicine, 
King’s College, University of Durham. 

ALEXANDER CAMPBELL WHITE Knox, O.B.E., M.C., M.B., 
Ch.B. Major, late R.A.M.C. Principal Medical Officer, St. John 
Ambulance Association and Surgeon-in-Chief, St. John 
Ambulance Brigade. 

CHarRLes Horner GREER MacaFez, M.B., B.Ch., F.R.CS., 
F.R.C.S.I., F.R.C.0.G. Professor of Midwifery and Gynaecology 
in the Queen’s University of Belfast. 





{Elliott and Fry 


Mr. D., J. Browne. Dr. C. H. Andrewes. 
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Harvie KENNARD SNELL, M.D., D.P.H. Director of Medical 
Services, Prison Commission. Honorary Physician to the Queen. 

CHARLES HERBERT STUART-Harris, M.D., F.R.C.P. Professor 
of Medicine in the University of Sheffield. 

TERENCE GEORGE WarD, M.B.E., F.D.S.R.C.S., L.R.C.P.& 
S.Ed. Dental Surgeon to Queen Victoria Hospital, East 
Grinstead, Sussex. 

ARTHUR WARRINER WILLIAMS, M.D., F.R.C.P., D.T.M.&H. 
Professor of Medicine, Makerere College, Uganda. 

IsaBEL Grace Hoop WILSON, M.D., F.R.C.P., D.P.M. 
Principal: Medical Officer, Ministry of Health. For services as 
Medical Senior Commissioner, Board of Control. 


O.B.E. (Military Division) 
JOHN StTuART PEPys RAWLINS, M.B.E., B.M., B.Ch. Surgeon 
Lieutenant, R.N. 
GRAINGER WILSON REID, M.B., Ch.B., M.R.C.P.Ed. Lieutenant- 
Colonel, R.A.M.C. 


O.B.E. (Civil Division) 

WILLIAM FERGUSON ANDERSON, M.D., F.R.F.P.S., M.R.C.P. 
Regional Consultant in Diseases of Old Age and Chronic Sickness, 
Western Regional Hospital Board, Scotland. 

ARTHUR GORDON WATERMAN BrANCH, M.D., D.T.M.&H. Senior 
Medical Officer (Clinical), Plateau Hospital, Jos, Northern Region 
of Nigeria. 

Eric KENNEDY CRUICKSHANK, M.D., F.R.C.P. Professor of 
Medicine, University College of the West Indies. 

EDWARD MERRILLS DearN, M.B., Ch.B., D.L.O. Commissioner, 
St. John Ambulance. Brigade,, Bast Riding of Yorkshire. 

BRiAN OLIVER LYNDHURST DuKE, M.B., B.Chir., D.T.M.&H. 
Senior Medical Research Officer, Grade II, West African Council 
for Medical Research. 

RonaLD GeorGe Grsson, M.R.C.S., L.R.C.P. General Practi- 
tioner. Member, Hampshire Executive Council, Local Medical 
Committee, National Health Service. 

Eric CHRISTIAN GILLES, L.R.C.P.&S.Ed. Formerly Principal, 
Kano Medical School, Northern Region of Nigeria. 

Epwin CHARLES GiRLING, M.D., D.T.M.&H. Chairman, 
Holborn No. 1 National Service Medical Board. 

RONALD Bropie HeiscH, M.D. Senior Specialist, Medical De- 
partment, and Director of the Insect-borne Diseases Division, 
Medical Research Laboratory, Nairobi, Kenya. 

JoHN Lewin, M.B., B.S., F.R.C.S., J.P. Chairman, King’s 
Lynn Savings Committee. 

ALLAN STEWART Moonie, M.B., Ch.B., D.P.H. Senior Specialist 
(Tuberculosis), Hong Kong. 

Bryce Ramsay NissBet, M.D., F.R.C.P.Ed., D.P.H. Medical 
Officer of Health, Kilmarnock. 

Davip Evan Parry-PRITCHARD, M.D., D.P.H. County Medical 
Officer of Health, Caernarvon. \ 

Una Beatrice Porter, M.B., B.S. For social welfare services 
in the State of Victoria, Australia, particularly under the auspices 
of the Young Women’s Christian Association. 

GeorGB Fettx RANDEGGER, M.B.E. Medical Director, Salvator 
Mundi Hospital, Rome. 


KENNETH VANE ARNIM Ropcers, M.B., Ch.B. For public 
services in the Bahamas. 
JAMES ARNOLD WATERMAN, M.D., F.R.C.0.G. For public 


services in Trinidad, 

KeitH Dicsy Younc, M.R.C.S., L.R.C.P., T.D.D. Senior 
Medical Officer (Clinical) in the 
former Somaliland Protectorate. 


M.B.E, (Civil Division) 
Oscar ARNHEIM, M.D. Medical 
Officer, Medical Department, 
Swaziland. 
Epacar Cecit Banks, L.M.S.S.A. 
Lately Deputy Chairman, Preston 
No. 1 Medical Board, Ministry of 


Labour. 
Davip Ernest Trumpy, M.B., 
B.S. Medical Superintendent, 


Ipswich Hospital, State of Queens- 
land, Australia. 

THOMAS Turner, V.R.D., M.B., 
B.S. Surgeon Captain, R.N.V.R. 
(ret.). Chairman, Eastbourne Sea 
Cadet Corps Unit. 


Professor B. W. Windeyer. 
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To-day’s Drugs 








With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


“ Virugon” (Bayer). 

Chemistry.—This preparation contains N’,N’-anhydrobis 
(A-hydroxyethyl) biguanide hydrochloride (ABOB) 100 mg. 
with atropine methonitrate (0.1 mg.) and scopolamine 
methonitrate (0.1 mg.). The standard formula of ABOB is: 


oO 4H \ pee 


C—NH—C HEI 


HN NH 


Pharmacology.—This compound was discovered several 
years ago as a result of screening a series of biguanides for 
their effect in experimental influenza B. Melander' reported 
that the effect of ABOB against experimental influenza in 
mice was marginal, but when combined with solanaceous 
alkaloids, which selectively reduce the secretions of the upper 
respiratory tract, it was found that the degree of pulmonary 
consolidation in certain strains was reduced. According to 
Melander*, ABOB has a low level of toxicity. It has no 
antipyretic, analgesic, or spasmolytic properties. and no 
antihistamine or stimulant action on the central nervous 
system. It is readily absorbed from the alimentary tract 
and is rapidly excreted. No cumulative effect has been noted. 

Therapy.—Clinical trials were started in Sweden some 
seven years ago and have recently been reported. B. Sjéberg® 
recorded the results of a double blind study with ABOB as 
a suppressant against influenza A’ infection in Sweden in 
1953-4, and with ABOB-X (i.e., ABOB with atropine and 
scopolamine methonitrate, “ flumidin,” virugon) as a sup- 
pressant and a prophylactic against Asian influenza in 1957. 
He claims that the differences between the groups treated 
with ABOB and ABOB-X are significant. They may be, but 
not many details are given of the method of assessment or of 
the results. With an adult dose of 100-200 mg. three times a 
day for suppression and prophylaxis very few side-reactions 
were encountered except for the occasional complaint of 
dryness of the mouth. B. Almberg* and F. Stenkula® have 
also expressed the view that these compounds exert a favour- 
able effect on clinical influenza. B. Scherstén*® reported that 
improvement was noticeable within two to three days of 
starting treatment with ABOB in 26 cases of herpes zoster 
in that pain quickly disappeared. The report is a short one. 
At a conference on occupational health in New York in 
October, 1960, several Swedish workers expressed the view 
that ABOB and ABOB-X were effective as prophylactics 
against influenza and other non-influenzal respiratory 
infections. 

In Great Britain the results of a trial of virugon have 
been reported by the General Practitioner Research Group.’ 
The effect of the drug was studied in two groups of patients. 
Series A were 30 cases of chickenpox, mumps, herpes zoster, 
herpes labialis, and winter vomiting disease. Series B 
consisted of 56 patients suffering recurrent attacks of 
colds and recurring attacks of influenza. Patients in 
series A received virugon therapeutically and series B 
as a prophylactic. It is difficult to see from reading the 
report how these practitioners, with one exception, reached 
the conclusion that they were favourably impressed with 
the effect of virugon. The report contains few details, 
and the numbers—which are unstated—in each disease 
category appear to be small; while in the control groups 
of herpes zoster and herpes labialis there was only one case. 
Recently G. I. Watson* has reported that virugon had no 
therapeutic effect against adenovirus type 3 infection in 


children, and no apparent effect against an influenza-like 
respiratory infection of unknown aetiology. In his two trials 
details are given-of the numbers in each group, the dosage, 
and other forms of treatment, but the numbers again are 
small. 

Thus it is hardly possible, on the basis of work published 
on this drug so far, to form a clear estimate of its therapeutic 
value, if indeed it has any. 


N.H.S. Basic Price—48 tabs. for 15s. 
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Correspondence 








Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Radiological Hazards to Patients 

Sir,—The opinions expressed by “ Anonymous ~ 
(December 24, 1960, p. 1881) certainly call for some 
comment. The clinician concerned appears to condemn 
any form of medical investigation which is not directed 
by him or his clinical colleagues and thereby implies 
that the general practitioner is not a clinician as such. 
He goes even further to state quite categorically, 
regarding radiology, that “unless its use is left in the 
hands of the clinician . . . it will always be a potential 
danger to the patient.” 

It would be of considerable interest to know the 
training and experience which has led this clinician to 
become an expert in a subject outside his own field even 
to the extent of deciding the exact number of films 
which should be taken. Perhaps radiology is one of the 
medical specialties in which the clinician automatically 
becomes expert without any application or training ? 
It is indeed difficult to follow how a general practitioner 
is considered incapable of deciding when a radiological 
investigation is justified, while at the same time the 
clinician is apparently the sole authority capable of 
deciding the limitations, scope, and value of radiology 
in general and the exactsprocedure for any particular 
radiological investigation. Each of these medical men, 
nevertheless, has had precisely the same training in 
radiology. 

It is always unwise to particularize as “ Anonymous ° 
has done in citing two instances to attempt to prove 
his point. No doubt his radiological colleague, who, 
he implies, is incapable of deciding the procedure and 
limitations of his own specialty, can call to mind many 
occasions when the clinician’s request for a radiological 
investigation has been directed to the wrong part of 
the system involved or even to the wrong system 
altogether. The radiologist does not necessarily limit 
his investigation to one system when obvious pathology 
is detected in another, both by clinical and radiological 
examination. 

General-practitioner requests for radiological investi- 
gation have, curiously enough, in some instances been 
found to produce a higher incidence of pathology than 
requests from the clinician. There is no doubt whatso- 
ever that the general practitioner who goes to the 
trouble of having pathological and radiological investi- 
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gations carried out is quite capable of co-ordinating the 
results. In a letter in the Lancet (December 24, p. 1399) 
Dr. J. A. C. Terry has a very logical approach.—I am, 
etc., 


Department of Diagnostic Radiology, 
oyal Infirmary, 
Edinburgh 3. 


J. G. DUNCAN. 


Sir,—In your issue of December 24, p. 1881, you 
publish a very unhelpful letter under the above heading. 
It is not surprising that the writer wishes to remain 
anonymous. He argues that the practice by which 
general practitioners can refer patients direct to the 
radiologist leads to unnecessary radiation. exposure and 
quotes two cases in proof. Anyone with any experience 
of medicine can find two cases to prove almost anything, 
and it seems to me that your correspondent knows 
little about the open system or how it works. I have 
had the direction for a number of years of two depart- 
ments which are open to local doctors and I have yet to 
find any suggestion of a general misuse of the facility. 
Some of the cases referred are not in need of help from 
any of the out-patient clinics and when an abnormality 
comes to light the family doctor can be advised at once 
as to which clinical department will be most likely to 
serve him. In all such cases hospital time can be saved 
and in many of them radiation exposure also. 

Great exception will also be taken to the statement 
that “the radiologist, when asked by the general practi- 
tioner to act as a direct consultant, feels that he must 
make the diagnosis, disregarding completely the limita- 
tions of the technique etc.” Take it how you will, this is 
about as offensive and damaging a statement as it would 
be possible for any doctor, under a cloak of anonymity, 
to make about his colleagues. It clearly implies that the 
writer, in his: mind, is lumping together general 
practitioners and radiologists alike as people of no 
training, no experience, no judgment, and no honesty. 
To express such a view cannot be in any sense to the 
credit of your anonymous clinician.—I am, etc., 


Beckenham, Kent. A. C. GLENDINNING. 


Sir,—I had hoped that some more authoritative pen 
than mine would have answered, in last week’s Journal, 
the letter from “ Anonymous” (December 24, 1960, 
p. 1881) regarding radiological hazards to patients. That 
letter. was lamentable on two counts. Firstly, in that 
it is not, generally, true, and, secondly, in that it 
apparently seeks to limit the right of his colleagues 
to practise their profession in whatever way seems 
appropriate and best to them. 

I have had the opportunity in working at a number 
of hospitals where there are open x-ray departments, 
and I am quite certain that there is no increase in the 
amount of radiation to which patients are subjected 
because the x-ray department is used by general practi- 
tioners, over the amount of radiation the patients would 
receive if they were referred by the hospital staff only. 
My experience is that G.P.s are much more conservative 
in ordering x-ray examinations than are the registrars 
and house-officers who so frequently see patients referred 
to hospital out-patient departments. It is also my 
experience that where G.P.s have had access to both 
pathological and radiological departments the general 
standard of practice has been very much higher than in 
those districts where they have not these facilities. The 


cases quoted could, of course, be paralleled in any closed 
department as well. 

On the second count it seems that “ Anonymous ” 
would, by implication, attempt to limit the free practice 
of specialist medicine by those qualified to do so. 
Clinical acumen is not the sole prerogative of those 
practising medicine or surgery, and radiology is no more 
ancillary to the practice of medicine than these other 
two specialties. Any attempt to dictate the manner in 
which any specialist shall practise his own specialty is 
indicative of an illiberal outlook which can only act to 
the detriment of the progress and development of 
medicine as a whole, and, although this is a tendency 
amongst some modern consultants, it should be resisted 
as a violation of those basic principles which have thus 
far governed our professional relationships in specialist 
practice. It is depressing to think, Sir, that even 20 years 
ago such a letter would have been inconceivable in its 
subject, content, and signature.—I am, etc., 


Coombe-in-Teignhead, A. ROBINSON THOMAS. 

Devon. 

Sir,—I was dismayed to read the letter from 
“ Anonymous” (December 24, p. 1881) regarding the 
radiological hazards to patients. So it would appear 
that general practitioners should not be allowed direct 
access to x-ray departments. Some of the consultants 
would also deny to them the use of certain drugs. As. 
a result of these curtailments, how effective would a 
general practitioner be in his work? In fact, he would 
be reduced to the status of a medical warden, directing 
the traffic to the various departments of the hospitals. 

I feel that I am indeed fortunate to practise as a 
general practitioner in an area where we receive 
enthusiastic support and encouragement from clinical 
pathologist and radiologist, both departments being 
open to us.. This enables us to take a more active part 
in the treatment of our patients, and adds greatly to 
the interest of our work. As a result, I consider that 
the general-practitioner service is very much enhanced. 


‘I realize that x-ray investigations should be used with 


discretion, but, their diagnostic limitations being 
recognized, I feel that this argument is not valid in 
denying their use to general practitioners. 

Most out-patient departments of general hospitals 
seem to be fully employed with the present number 
of patients attending. It is a pity that “ Anonymous” 
did not give his geographical location, so that all the 
illness that might be missed could be referred for his 
blessing. I am certain that, instead of the occasional 
condition being passed over, many would have died 
before they received the out-patient appointment.—} 
am, etc., 

Donemana, Co. Tyrone. 


Salary Crisis at Cambridge 


Sir,—A few remarks may perhaps put some of the 
comments in these columns on medical teachers’ salaries 
into their proper perspective. The monastic ideal of a 
university and the desirable conditions of life of its 
community, as expressed in the Report of the General 
Board of Cambridge University, do not stand up well 
to the economic facts of present-day life. Thus the 
limited concessions made in 1949 in respect of the 
recommendations on salaries by the University Grants 
Committee were followed by an exodus of lecturers 
from some preclinical departments at Cambridge, much 


ArRcHIE A. FULLERTON. 
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to the benefit of several provincial medical schools. 
There is little doubt that the flight to Red Brick would 
assume considerably greater proportions if the present 
recommendations in Schemes A or D of the General 
Board were put into effect. Furthermore, such stipends 
would create an effective obstacle to the recruitment of 
full-time officers for the proposed postgraduate medical 
school and would thus jeopardize the success of this 
plan conceived with a great deal of vision. 

Retention and recruitment of staff of suitable calibre 
to preclinical and clinical university departments have 
been hampered in the past by the existing discrepancies 
between the N.H.S. hospital scales and the equivalent 
grades in medical schools. The newly revised scales for 
medical teachers have not ameliorated this situation ; 
on the contrary, the gap between salaries of preclinical 
and clinical lecturers has widened while that between 
clinical lecturers and their equivalents in the N.HLS. 
has remained about the same. The salary scales recom- 
mended by the Association and submitted to the U.G.C. 
tried to close these gaps and improve recruitment. 
Thus, while sympathizing very much with Dr. E. H. L. 
Harries’s complaints (December 10, 1960, p. 1730) about 
the “far worse stipend of ‘ preclinical’ teachers,” his 
accusations regarding the Association’s alleged neglect 
of preclinical teachers must be refuted strongly. 

The U.G.C.’s recommendations concerning non-medical 
and preclinical salary scales were announced by the 
Chancellor of the Exchequer in late spring, 1960. As a 
meeting of the Full-time Non-professorial Medical Teachers 
and Research Workers Group Committee had just taken 
place no official expression could be given immediately to 
the reaction of the Association to the new preclinical scales. 
However, as its views had been laid down in the Associa- 
tion’s recommendations to the U.G.C. the Secretary wrote 
immediately to the U.G.C. expressing concern that the 
Association’s recommendations had not been implemented 
and asked for an early opportunity to discuss the matter 
further. In reply the secretary of the U.G.C. stated that 
the B.M.A.’s recommendations had been taken fully into 
account, but it was not felt to be justified to restore the 
differentiation between preclinical medical and non-medical 
staff which had been eliminated largely by the 1957 salary 
revision. Paragraph 60 of the U.G.C.’s Quinquennial Report 
for 1952-7 makes it abundantly clear that the Association 
has consistently advocated salaries for preclinical teachers 
close to those obtaining in equivalent grades of the N.HLS. 
The same report makes it equally clear that the policy of 
the Association of University Teachers is responsible for 
the present situation. 

It is to the A.U.T., therefore, of which he professes to be 
a member, that Dr. Harries’s protests should be directed. 
Everyone directly concerned with medical teaching would 
be grateful if he succeeded in persuading that body of the 
damage its egalitarian policy inflicts on the retention and 
recruitment of highly qualified medical teachers. The 
Association has little doubt that a complete reversal of the 
attitude inside the universities, and consequently of the 
U.G.C., is the only certain way of safeguarding in the future 
the leading part played by British medicine hitherto, and 
Chairman of Council has given repeatedly expression to 
this conviction. 

However, if for the time being differentials are 
regarded as undesirable by the powers that be, then logic 
suggests two ways of dealing with the problem unless 
we are prepared to acquiesce in the future decline of 
British medicine, or in the complete separation of all 
medical schools from universities on the pattern of 
recent developments in the Soviet Union. The first is 
to raise all university salaries to the level of similar 
grades in the N.H.S., and here issue has to be taken 
with Mr. Edward Grant’s assertions (December 10, 


p. 1731). The Association has never held “ the medical 
prejudice that a medically qualified physiologist should 
be paid more than one who is not”; on the contrary 
it has stated in more than one memorandum submitted 
to the U.G.C, that it would have no objection to non- 
medical teachers in medical departments doing work of 
a medical character receiving the same remuneration as 
their medical colleagues. 

The second way of grappling with the problem is the 
one suggested by Dr. Harries and also by Dr. M. J. 
Allwood (December 24, p. 1881), that is, joint university 
and N.H.S. appointments for all medically qualified 
teachers. At present some obstacles of a minor and 
technical character make such appointments difficult in 
England, and, although some such joint appointments 
have been made, lately the Ministry of Health has set 
its face against them on purely technical grounds. That 
is no reason why, if considered essential for the develop- 
ment of the medical schools and the universities, joint 
appointments should not be the rule rather than the 
exception in the future. 

Lastly, present-day realities may suggest to Dr. Harries 
that clinical responsibility is defined by the extent to 
which a doctor can be held responsible in a court of law 
for an error of medical judgment (for example, in histo- 
logical pathology, haematology, or serology) rather than 
by the number of personal contacts with patients per 
annum.—I am, etc., 


The School of Medicine, 
Leeds 2, Yorks. 


K. ZINNEMANN, 
Acting Chairman, Full-time 
Non-professorial Medical 
Teachers and Research 
Workers Group Committee. 


External Cardiac Massage 


Sir,—I accepted the description of external cardiac 
massage in your annotation (November 26, p. 1582) with 
reservation, especially so having regard to the rigid chest 
wall of the elderly. I see that Mr. W. B. McKelvie and 
Dr. Peter McKelvie (December 10, p. 1734) expressed 
similar doubts. However, I very recently had the 
opportunity to reassure myself on this particular point. 
An elderly lady suffered cardiac arrest in the anaesthetic 
room. Within one minute I commenced vigorous 
external massage in the recommended manner, and 
within ten seconds vigorous cardiac action resumed, 
producing a blood-pressure of over 100 mm. of mercury. 
She was then considered fit for femoro-popliteal by-pass, 
which operation was uneventful. I need hardly remark 
that had no response been elicited after this brief 
attempt thoracotomy and manual cardiac compression 
would have followed. 

I believe that the main point which emerges from this 
present discussion is that should external massage be 
undertaken, a time limit of fifteen seconds should be 
set, for if the asystolic heart does not respond in this 
period it is unlikely to do so with perseverance, and 
thoracotomy should then be undertaken. The heart in 
ventricular fibrillation will be most unlikely to respond 
to external massage. Since a large proportion of 
arrested hearts are, in fact, in this disordered rhythm 
all the more reason for abbreviating external massage 
to such a short trial. 

It would be a pity if the recent writing on this subject 
were to detract from current attempts to miake available 
in those hospital departments where this complication is 
a possibility suitable apparatus for thoracotomy and 
intubation.—I am, etc., 


Royal South Hants Hospital, 
Southampton. 


G. KEEN. 
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Uterine Rupture after Oxytocin 


Sir,—Dr. P. J. Dwyer’s report on a case of uterine 
rupture (November 26, p. 1570) continues to malign 
the usefulness of intramuscular oxytocics. I do not 
believe that a normally developed and intact uterus can 
rupture under the influence of 2.5 units of “ pitocin ” 
(oxytocin). This is supported by Dr. Dwyer himself— 
“a search through the literature has failed to reveal 
an instance in which uterine rupture has occurred after 
the administration of intramuscular pitocin in the 
absence of a scar and before the onset of labour.” 
Obstetricians who condemn the drug should note the 
significance of this fact, and also Mr. Wrigley’s report, 
at the Congress, that nine deaths are already known 
to have occurred since 1955 in association with the 
intravenous drip. 

I have seen the extensive use of oxytocics in hospital 
and domiciliary practice. Admittedly they are not 
without local toxic effects, but so are all biological 
preparations and most drugs. Vaccination serum and 
DTP/Vac vary widely from batch to batch and make 
some children very ill. Likewise some batches of 
pitocin produce only weak uterine contractions, whereas 
others induce strong labour. My experience of the 
wider use of all drugs in family practice is such that 
I am_more frightened of injecting penicillin or A.T.S. 
than I am of injecting oxytocics, and I am not convinced 
after 20 years’ widespread use of intramuscular pitocin 
that it is as dangerous as Dr. Dwyer and others would 
have us believe. 

All condemnation of the use of intramuscular 
oxytocin comes from hospital experience of abnormal 
obstetrics. The G.P. obstetrician working in domiciliary 
practice or in a G.P. hospital, in more normal cases, 
cannot use the drip with an easy mind, and he is 
more dependent on the skill of his midwives. This. 
co-operation is not aided when midwives are ordered 
by. administrative authorities not to inject pitocin 
intramuscularly, except in the presence of the obstet- 
rician. Such orders have been issued by the county 
medical officers of London County Council and Surrey 
County Council. These instructions are a flagrant 
breach of confidence in their midwives, who are 
permitted by rule to administer a drug which they are 
trained to use. Furthermore, they deny to the doctor 
the right to order a drug necessary for his patient unless 
he is physically present during its administration—a 
ridiculous state of affairs. 

The G.P. obstetrician practises his art under very 
different circumstances from his hospital colleague, 
and often at greater risk in his loneliness, and teaching 
hospital techniques are often impracticable. He must 
be left free to order necessary drugs for his patients 
without administrative interference. Furthermore, 
intramuscular pitocin will continue to be used in 
domiciliary practice in carefully selected cases; and 
when the emotional outbursts have subsided the relative 
merits of intramuscular and intravenous oxytocics will 
be realized.—I am, etc., 


Camberley, Surrey. JOHN PRICE. 


Epidemic Bronchiolitis 


Sir,—I think that it would be regrettable if your 
comments on epidemic bronchiolitis (December 24, p. 
1863) were to leave the impression that bronchodilators 
were of no value in this condition. We are unfortunate 
enough in this region to have many cases of this 
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condition and at the moment it is epidemic. The 


immediate, and emergency, value of an isoprenaline 
spray, given properly, can be witnessed by anyone who 
doubts its efficacy in the children’s wards on any day at 
this time of year. Oxygen is certainly of value, but first 
principles would indicate that it is of no use giving 
oxygen if it cannot reach the alveoli. A clear airway is 
the first essential. 

Bronchoscopic suction is certainly of value if the case 
is so advanced that the major bronchi are filled with 
secretions, but this does not obtain in the early stages of 
the disease when it is the finer bronchi which are 
obstructed. These cannot be reached by bronchoscopy, 
which can only permit removal of secretions at a higher 
level, and thus perhaps help the drainage of the latter. 
The sheet anchor of treatment is the clearance of the 
bronchioles by steam, by bronchodilators, and above all 
by thorough postural drainage in the completely inverted 
position. As emergency treatment in the home I have 
found nothing more effective than an isoprenaline 
spray ; hence this letter.—I am, etc., 


Heswall. H. G. FARQUHAR. 


‘* Virugon ” in Respiratory Diseases 

Sir,—I have read with interest Dr. G. I. Watson’s 
account (December 17, 1960, p. 1785) of his treatment 
of respiratory diseases with “ virugon” (“ flumidin ”), 
but it is not clear to me that these were in fact virus 
infections. He does not state from how many cases in 
the virugon trial adenovirus type 3 was isolated, and 
refers to these cases as “a characteristic upper respira- 
tory infection,” but no clinical details are given. Since 
pyrexia is such a variable feature in infections of this 
nature, one feels that this should not be made the only 
criterion of effectiveness of treatment. The second part 
of this report is concerned with an “ influenza-like illness 
in young children,” although in the reference quoted 
the title “ febrile pneumonitis of young children ” is used. 
I do not think that pulmonary involvement is a usual 
feature of influenza, and therefore the term “ influenza- 
like” could be misleading. The fact that neither virus 
nor bacteria were isolated from these cases does not 
seem to justify the label, “‘ suspected virus.” If, in fact, 
a virus origin was so strongly suspected in these cases, 
one cannot but wonder why so many of them were 
treated with antibiotics as well as virugon. 

At the flumidin (virugon) conference held in Stock- 
holm last October, in which I took part, it became 
apparent that virugon is probably only fully effective 
when given within a few hours of the onset of symptoms 
of a virus infection. Dr. Watson does not state how 
soon from the onset these patients were treated, and 
this information would be of value in the interpretation 
of this report.—I am, etc., 


Twickenham. Davip WHEATLEY. 


Sir,—Dr. G. I. Watson’s observation in his recent 
paper (December 17, p. 1785) that “virugon” 
(“ flumidin ”) appeared to be of no value in six children 
believed to be suffering from an adenovirus type 3 
infection is of interest, for it is in this type of infection 
that Holmqvist' found that prophylaxis given by the 
drug was partial. In Holmgvist’s double-blind con- 
trolled study he demonstrated that only incidence and 
severity of cough, myalgia, and fever were affected, but 
that the incidence of the disease was not diminished. 
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The fact that Holmqvist could show some statistically 
significant protection, however, demonstrates that the 
conclusions made by Dr. Watson are probably 
unjustified. This is not surprising, as a very small 
series is unlikely to give a significant result. In the 
same light, Dr. Watson’s result in the treatment of 
cases of WP/60, a disease of unknown aetiology in 
which no virus could be isolated, must also be 
considered equivocal. Since he describes this disease 
as influenza-like, his results should be considered against 
the background of several uniformly successful thera- 
peutic trials of virugon in influenza that prompted him 
to start on his own investigation. 

Most important among these therapeutic studies of 
virugon are the well-controlled and _ well-planned 
double-blind trials by Sjéberg.2* In three separate 
series comparing over 600 patients suffering from 
influenza due to three different strains, this author was 
able to demonstrate that the disease was shortened by 
at least a third. His criteria were those described by 
the Medical Research Council for their trial of 
antihistamine drugs. In addition, he also used rectal 
temperature as a criterion, but this was evaluated 
separately and also gave significant results. Sjéberg 
of course ensured that intercurrent antipyretic therapy 
could not interfere with the validity of his observations. 
Sjéberg’s results are confirmed by Almberg,* who in 
his series of 150 cases of clinical influenza was able to 
observe a shortened course of the disease and a smooth 
convalescence in most of his patients. This author, as 
well as Stenkula® in another series, also used rectal 
temperature as one of his criteria, but makes it clear 
in his paper that no antipyretics were used in the 
virugon-treated group. 

A number of other studies,*~'* most of which were 
carried out by a double-blind technique, were all able 
to show prophylactic or therapeutic value of virugon 
in influenza and other virus diseases, including non- 
influenzal upper respiratory infections. Results of 
these trials were all positive, and in most of them, 
when statistically analysed, they showed a very high 
degree of significance. Against this background it is 
difficult to see why, from the equivocal results of this 
pilot study, Dr. Watson should have concluded as he 
did in such a didactic way.—I am, etc., 


K. BOHEIMER, 


Surbiton, Surrey. Director, Bayer Products. 
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Prescribing Costs 


Sir,—I am pleased to see such forthright comments 
from my colleagues on the subject of “ prescribing 
costs.” I, too, have had occasional visits from the 
R.M.O., which at first I regarded with indignation. 


Now, however, I treat the whole business with tolerance 
and forbearance, knowing that the thing must be done 
for appearance’s sake. Of course, I have not yet been 
assailed in the way that Dr. Blair and his partners have 
been. 

I am sure that Dr. C. L. Potts and his partners 
(December 3, p. 1669) must feel very proud of their 
record. Here evidently is a typical partnership at “ the 
other end of the stick.” But will they feel so complacent 
when they realize that the percentage increase in their 
figures from 1955 to 1960 as compared with a similar 
percentage in the national figures is not quite so 
flattering ? Thus their average cost per script has risen 
101% as compared with the national average of 63%, 
and their costs per patient have increased by no less 
than 138% as against the national average of 46%. 
Even their frequency of prescribing has increased above 
that of the national average. Soon now they will be 
guilty of over-prescribing. Surely these figures show that 
in 1955 at least there was in this practice some degree 
of under-prescribing ? How can Dr. Potts defend his 
claim that patients have not been denied treatment when 
he views his figures in the way I have done ? 

There are those who, carrying on the tradition of 
the old N.H.I. in fact, offer two standards of treatment 
while paying lip-service to the all-embracing Health 
Service. Everything should not be sacrificed to keep 
the costs down. We still owe it to our patients to 
provide the best available for them not only in service 
but also in drugs. Let us have no part in the subtle 
practice of enticing the patient to renounce his claims 
on the Health Service by concealing from him the fact 
that he can have what is deemed necessary by his G.P. 

I agree with other correspondents that it is quite 
illogical to analyse the prescribing-cost figures without 
including the other costs to the Exchequer both inside 
and outside the Health Service. I said so to the R.M.O. 
at our recent meeting. His reply was that these other 
costs were irrelevant and that in any case they were 
the same for everyone. But everyone knows they 
are not. 

When all this has been said I must freely admit to 
ordering occasionally the more expensive expectorant 
when probably mist. expect. would have done, and to 
have prescribed a tranquillizer when phenobarbitone 
would have been just as good. I try hard to remember 
to look up my National Formulary, but in the throes of 
a hectic surgery is it not understandable that an 
occasional trade preparation will find its way on to the 
E.C.10 because it is “easier off the cuff”? What amazes 
me is that the Ministry, who must be paying phenomenal 
sums on salaries for staff to produce these figures 
(including one which shows the number of doses 
prescribed per month), are harassing us with cries of 
economy. Truly bureaucracy in one of its madder 
forms.—I am, etc., 

Par, Cornwall. J. L. BARNARDO. 

Sir,—The sordid fact emerges that a practitioner 
who resides in a smoky industrial area where chronic 
bronchitics abound is likely to run the risk of displeasure 
owing to “excessive” prescribing if he acts in the best 
ethical manner. There is to my mind little doubt that 
severe bronchitics can be kept alive and reasonably 
comfortable in the bad winters by frequently exhibiting 
antibiotics of the tetracycline group combined with 
suitable antispasmodics and also an isoprenaline inhaler. 
This is bread-and-butter stuff to G.P.s in the industrial 
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North. Of course, this type of treatment will demand 
its repetition, and conversely the withholding of it will 
soon reduce its demand for obvious reasons. 

It would seem, Sir, that cheap prescribing can be in 
certain areas lethal. I have drawn attention to this 
particular subject, but I am sure practitioners in other 


areas have similar problems related to locality.— 
I am, etc., 
Shipley, Yorks. J. A. Frats. 


Drug Prices 

SiR,—It is obvious from his letter (December 17, 1960, 
p. 1804) that Dr. R. S. Saxton has been misled. The 
price of 3s. 10d. for 100 paracetamol tablets which he 
gives is the price the chemist pays the manufacturer 
based on a 1,000-tablet container. The chemist would 
in fact receive 4s. 114d. per 100 tablets plus on-cost, 
plus dispensing fee, plus container allowance. This 
price is the drug tariff price based on a basic pack of 
500 tablets. The prices of the branded paracetamol to 
which he refers are based on containers of 100 tablets, 
and, as everyone knows, larger packs mean, pro rata, 
lower prices. 


If Dr. Saxton would take the largest pack of the two | 


lowest-priced branded products he mentions and costs 
a prescription of 40 tablets, which is the average, he 
will find that there is for practical purposes no real 
difference between the cost of the paracetamol tablets, 
branded and unbranded.—I am, etc., 


K. J. KNIGHT, 


General Manager, 
West Pharmaceutical Company Ltd. 


Hove, Sussex. 


Treatment of Gastroduodenal Haemorrhage 


S1rR,—Mr. David J. Tibbs (November 5, p. 1346) has* 


provided a stimulating paper on the surgery of gastro- 
duodenal haemorrhage. I am interested to read in the 
Journal of December 3 (p. 1669) of the unqualified 
support, from two sources, of Mr. Tibbs’s advocacy of 
gastrotomy in the detection of the bleeding-point. I am 
surprised at the large number of cases in which he found 
it necessary to use gastrotomy—that is, 25 out of 67 
patients. In contrast, in 35 consecutive operations for 
acute haemorrhage I failed to locate the lesion externally 
m only four cases. 

Mr. Tibbs discourages the use of that procedure which 
is, perhaps unfortunately, referred to by us all as 
“ blind ” gastrectomy. I believe that the latter procedure 
has much to recommend it, provided that it is carried out 
methodically and that it is not utilized as a desperate 
measure. Far from being “ blind,” the resection is 
preceded by a careful elimination of all possible sources 
of haemorrhage outwith the stomach and first part of 
the duodenum; it includes a careful inspection and 
palpation of the mucosa of the first part of the 
duodenum ; if, as in a number of cases, the source of 
bleeding is not revealed in the duodenal stump or in the 
resected gastric mucosa, it is followed by meticulous 
search of the mucosa of the gastric remnant. 

Mr. Tibbs found it necessary to make a gastrotomy 
most frequently in the group of “acute gastric ulcers.” 
In four of the 13 cases of acute gastric ulcer recognized 
by gastrotomy he found it necessary to do a partial 
gastrectomy at a higher level than would have been 
chosen for a standard operation for peptic ulcer. The 
majority of these ulcers were removed by a standard 
resection. and one might suggest that in these cases 


the gastrotomy prolonged the operation unnecessarily 
and added to the risk of infective complications. IJ 
recognize that it may well be that the incidence of minute 
acute gastric lesions causing severe haemorrhage is 
exceptionally high in one part of the country as com- 
pared with another part. This geographical variation in 
the incidence of different presentations is one of the 
many fascinating aspects of peptic ulceration revealed by 
a detailed survey such as that presented by Mr. Tibbs.— 
I am, etc., 


Gayton, Cheshire. JOHN SHEPHERD. 


Phenylbutazone and Leukaemia 


Sir,—The report by Dr. R. H. D. Bean (November 
26, p. 1552) of six cases of leukaemia and leukaemoid 
reaction possibly associated with phenylbutazone 
therapy, and the letter from Dr. A. Lawrence (Decem- 
ber 10, p. 1736), prompt me to place on record the 
following case. 


A 64-year-old woman was admitted to hospital on 
October 30, 1959, with a history of petechiae and purpura 
during the preceding three days. The past history was 
of mild hypertension and of arthritis of the knees. She 
had received a course of delta-cortisone in March to June. 
1959. In August, 1959, tablets containing a mixture of 
phenylbutazone and delta-cortisone were first given. In the 
first month of this therapy she received 400 mg. phenyl- 
butazone daily, and this was progressively reduced so that 
just before development of the haemorrhagic symptoms she 
was taking 100 mg. daily. 

On admission she showed purpura on most of the body. 
The Hb was 10.0 g./100 ml., white cells 5,300 per c.mm. 
(polymorphs 61%, lymphocytes 31%, eosinophils 5%, 
monocytes 3%); platelets were less than 10,000 per c.mm. 
The Hess test was positive and the direct Coombs test 
negative. Bleeding time, more than 12 minutes; 
prothrombin time normal. Blood urea 24 mg./100 ml., 
liver function tests normal, serum albumin 3.1 g./100 ml., 
globulin 2.0 g./100 ml. Paper electrophoresis showed a 
slight general reduction in all the protein fractions. Bone 
marrow examination showed a marrow of normal degree 
of cellularity. However, no megakaryocytes were seen and 
40% of the cells were lymphocytes, mostly mature. Despite 
repeated transfusion and steroid therapy there was rapid 
deterioration in the clinical and haematological picture. 
Two days before death (14 days after admission) the white 
cell count was 2,200 per c.mm., lymphocytes 96%, platelets 
48,000. Many of the lymphocytes were now abnormal 
immature forms with nucleoli and little cytoplasm. 

At post-mortem examination 50 hours after death there 
were considerable post-mortem changes, but the marrow 
appeared mainly hypocellular with islands consisting of 
cells appearing to be mostly of the lymphocytic series. The 
liver showed no signs of infiltration and the spleen showed 
advanced post-mortem changes. 


The haematological and clinical features of this case 
were unusual and in some respects unlike those usually 
seen in acute leukaemia. In this respect they appear 
to be similar to those of the patient described by Dr. 
Lawrence and some of Dr. Bean’s patients. The 
evidence so far available is not sufficient for these 
changes to be definitely attributed to phenylbutazone, 
but it would seem desirable for any other unusual 
haematological reactions associated with the administra- 
tion of this drug to be recorded. 


I wish to thank Dr. G. G. Gillam for the clinical details 
and permission to publish this case. 
—I am, etc., 


Selly Oak Hospital, 
Birmingham 29. 


J. V. GARRETT. 
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Reiter’s Disease 


Sir,—The interesting note by Drs. J. K. Oates and 
R. M. Mason (December 24, p. 1878) illustrates again 
how simply and easily names can slip into medical 
literature and take root, rarely, apparently, to be 
uprooted again and replaced by the names of those who 
described the disease previously. 

Benjamin Brodie gave a masterly clinical description 
in 1818! of the condition we now know as Reiter’s 
disease. His cases were described in considerable detail, 
and attention was directed to the venereal nature of the 
disease and the co-existence of ocular trouble, arthritis, 
and urethritis. Harkness in 1950 in his book Non- 
Gonococcal Urethritis? and later Ford® drew attention 
to Brodie’s work. It seems only right and proper that 
if we use anyone’s name in association with this disorder 
it should be Brodie’s, for he described the condition in 
far greater detail in five cases 98 years before Hans 
Reiter described his single case, and his clinical 
description is one of the best in the medical literature — 
I am, etc., 


London S.W.1. F. DuDLEy Hart. 


REFERENCE 


' Brodie, B., age and Surgical Observations on Diseases 
of the Joints, 1818. Longmans, London. 

* Harkness, A. H., Non-gonococcal Urethritis, 1950. E. and S. 
Livingstone, Edinburgh. 

* Ford, D. K., Ann. rheum, Dis., 1953, 12, 177. 


Alcoholic Content of Drinks 


Sir,—In these days when so much attention is directed 
to the question of alcoholic intake in relation to driving 
of vehicles, is it not time that the consumer should be 
entitled to know exactly what he is drinking? How 
many people have the slighest clue as to the meaning 
of the term “70° proof” on a bottle of gin in terms of 
alcohol ? Without labouring the point, proof spirit is 
defined by Act of Parliament as such that 13 volumes 
of it are equal in weight to 12 volumes of water at 
51° F., and as having a specific gravity of 0.91984 at 
60° F., etc., etc. By the time this has been further 
complicated by the label “70° proof” on a bottle of 
whisky, how much is this supposed to convey to the 
purchaser ? 

I have before me a bottle of French wine marked 
* Not less than 30% proof spirit,” and Italian vermouth 
is similarly labelled. Here we have a percentage of 
proof given instead of the degrees on the bottles of 
spirits. And how many of us know the original 
definition of proof spirit—that this was the amount of 
alcohol which, when mixed with the maximum amount 
of water, would just catch fire when ignited, and cause 
a small pile of gunpowder to burst into flame ? 

In the case of many drinks, notably the stronger 
beers, the omission of the alcoholic content on the label 
is especially regrettable. I know of one such beer of 
which one half-pint is enough, two is quite enough, and 
three is far too much. Yet a pint and a half of beer 
does not sound an excessive intake ; suffice it to say that 
no one who has partaken of this dosage of the beverage 
in question should be allowed anywhere near the driving 
seat of a motor-car. The only clue is in the price— 
2s. 6d. for half a pint. But to the uninitiated, the high 
price might suggest a high quality rather than a large 
alcoholic content. 

In brief, my contention is that we should scrap the 
archaic legends on bottles of wines and spirits, and 
promote legislation to ensure that all alcoholic drinks 
should be clearly labelled in terms of the percentage 


of alcohol which they contain. This seems to be 
particularly necessary in the case of the stronger beers, 
which vary considerably in their alcoholic content and 
their effects on the human frame. After all, alcohol is 
a drug, the dosage of which is really rather important. 
—I am, etc., 


Broadbridge Heath, 
Sussex. 


Guy BOUSFIELD. 


Drinking Drivers 

Sir,—With all due respect to the exalted positions 
held by Dr. C. H. Johnson, both as a member of the 
B.M.A.’s Alcohol and Road Accidents Committee and 
as honorary secretary to the Association of Police 
Surgeons of Great Britain (vide his letter in your issue 
of December 3, p. 1669), I must refute his suggestion 
that I have failed to realize that the word “fine” has 
been omitted from the description of lateral nystagmus 
in recent publications. I claim the right to describe a 
sign as I find it, and, having noted the presence of fine 
lateral nystagmus, it would appear to be only fit and 
proper that I should describe it accordingly. Whether 
the retention of the word “fine” serves any useful 
purpose or otherwise is a matter of opinion. In my own 
experience in this connexion I continue to note several 
types of nystagmus, and I gather that such findings are 
far from unique. I shall continue to describe such 
findings in terms which I consider to be accurate. This 
is surely a matter of professional liberty even although 
the distinction may be a “ fine” one. 

With regard to the second paragraph of Dr. Johnson’s 
letter, it is a matter of regret that he has been singularly 
unsuccessful in understanding, let alone assessing, the 
points which I raised. Judging from the contents of 
the large number of letters which I have received from 
colleagues, I had made my points clear to all others. 
For that reason, I feel that it is unnecessary to indulge 
in over-simplification for the benefit of one individual. 
At the same time,,I have to point out firmly that any 
suggestion from Dr. Johnson, or from anyone else for 
that matter, that I should certify cases which I consider 
border-line, and put the onus upon the accused to 
establish his innocence in court, is anathema to me. I 
can only hope for Dr. Johnson’s sake that he will not 
be sufficiently naive as to repeat such suggestions in the 
witness-box. His thin]y veiled innuendo that I might 
be accused of giving a certificate, the contents of which 
I know to be false, is not only unwarranted but is 
unworthy of the important positions which he holds and 
of which he has boldly made mention. 

May I use your columns to thank so many of my 
fellow police surgeons and others who have written to 
me commenting on my article? I was overwhelmed by 
the volume of mail and encouraged by the warmth of 
the contents. I hope, in the course of time, to answer 
all letters individually. —I am, etc., 


Levenshulme, 
Manchester 19. 


SIMON FREEMAN. 


Epoxy Resins 

Sir,—in Dr. F. Ray Bettley’s very interesting 
Malcolm Morris Lecture (November 19, p. 1467) on 
““Some Dermatological Hazards of To-day,” he quotes 
Grandjean as saying that atmospheric contamination by 
epoxy resins was so slight as to be unmeasurable, so 
that risk other than by direct contact is negligible. I 
think this is a little misleading, as a very frequent site 
of dermatitis, where no precautions are taken, is the 
exposed parts of the face and neck, especially around 
the eyes. It is caused by the fume evolved from the 
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resin-hardener mixture when it becomes hot, either 


spontaneously or by being heated, or when still hot- 


after baking. Similarly, fine dust caused by filing, sand- 
papering, polishing, etc., of the cold casting will cause 
trouble—I am, etc., 


The English Electric Co. Ltd., 
Stafford. 


G. THEOPHILUS. 


*¢‘ Hand-Foot-and-Mouth Disease ”’ 


Sir,—I have been lucky enough to see nearly a dozen 
of these cases during the previous six months—the last 
about three weeks ago. The clinical features were 
identioal with those described by Dr. J. Alsop and his 
colleagues (December 10, p. 1708), and I too saw one 
adult—the mother of one of the other cases. Dr. David 
Williamson kindly took a number into hospital for 
investigation, but although search was made for a 
causal virus (tests were not made for Coxsackie A type) 
no positive results were obtained. Needless to say we 
are awaiting with interest the appearance of another 
case.—I am, etc., 

Romsey, Hampshire. PETER JOHNSON. 


Electrocardiographs in General Practice 


Sir,—My partner and I bought a portable electro- 
cardiograph early in 1960. Our practice is a rural 
one, about 18 miles (29 km.) from a general hospital. 
Under these conditions we have found it a considerable 
help to us, and it is not expensive to maintain. So far 
the manufacturer’s service has been very good indeed. 

I doubt if the possession of an electrocardiograph 
produces any useful savings to the National Health 
Service. With practice, I think a G.P. can interpret the 
majority of his tracings.—I am, etc., 

Southminster, Essex. 


Falls in Old Age 


Sir,—With reference to the article “On the Natural 
History of Falls in Old Age,” by Dr. J. H. Sheldon 
(December 10, 1960, p. 1685) I wish to suggest a simpler 
explanation of the falls in old age. 

My practice is to a great extent amongst the old and 
the very old. At the moment I have four patients aged 
98, 97, 92, and 91. One aged 91 is constantly falling. 
I find that in all those aged persons who are liable to 
fall there is rigidity of the spine. The person making 
some movement allows the centre of gravity to pass 
forwards and is unable to perform the movement of 
hyperextension of the spine to shift the centre of gravity 
backwards which is an instinctive movement to those 
with some power of spinal extension.—I am, etc., 


H. R. B. Gipson. 


J. WARREN. 


Monte-Carlo, Monaco. 


Research on Food! Additives 


Sir,—Your succinct and provocative annotation 
(December 10, 1960, p. 1723) has, I hope, aroused 
interest in a subject requiring urgent medical attention. 
The processing of food has reached such a massive and 
virtually uncontrolled level in the U.K. that both 
medical and lay men are beginning to give thought to 
the possible effect on health of the complex chemical 
procedures involved. To many of us it is surprising, 
and I suspect especially to the food-manufacturing firms, 
that official action has not yet been taken to establish 
some control of this work. If they are to continue to 
exist, the food manufacturers and distributive concerns 
have obviously little option but to support the recently 


introduced British Industrial Biological Research Asso- 
ciation via the medium of the Department of Scientific 
and Industrial Research. 

It is good to know that the Medical Research Council 
and the Agricultural Research Council will be repre- 
sented on the council of the association. Knowledge of 
the working of these bodies gives confidence that there 
will be a sound and unbiased approach to a fundamental 
human problem. It is hoped that action will not be 
delayed until the Leatherhead Laboratories are complete, 
but that use of the facilities already available to the 
above-named bodies will be used at least in preliminary 
investigations. Further it is suggested that all branches 
of the medical profession should be consulted on the 
subject, including industrial medical officers, who may 
well have useful information and advice to offer.—I am. 
etc., 


Beaconsfield, Bucks. 


White Mouse Medicine 


Sir,—Dr. Hugh Sinclair was faced, in the Panorama 
programme, with a loaded table (groaning, I fancy). He 
rejected every article except whisky, brown bread, and 
cod as either doubtful or dangerous. He now says 
(December 24, 1960, p. 1883) he did not advocate a diet 
of whisky, brown bread, and cod. Will he kindly tell 
us just what he was up to ?—I am, etc., 


London N.W.4. R. W. COcKSHUT. 


J. SHARP GRANT. 


Sir,—In a letter on this subject (December 24, 
p. 1883) Dr. S. Bradshaw makes a great deal of the 
supposed interference with patients’ confidence in their 
doctors by Sir Heneage Ogilvie’s original article. I will 
not comment on this point, but is not Dr. Sinclair’s 
advice to the British public a far greater example of 


. this in a wider sense ? In his Panorama programme he 


warned the whole country to beware of eggs unless they 
were from backyard hens. Even supposing there was 
something in this warning (which I do not for one 
moment believe, since even the eggs of battery hens, 
when fertilized, hatch out at exactly the same rate as 
those from free-range hens), is it not a very serious thing 
to undermine people’s confidence in ordinary eggs as 
food, when the vast majority of people have not the 
slightest chance of buying any other sort of eggs? 
Similarly, since butter, cream, and cheese are amongst 
the chief foods in this country, is it not equally serious 
to undermine people’s confidence in these foods when 
there is no massive practicable alternative? And is 
this not all the more true in view of the authoritative 
statements against these foods being responsible for 
coronary disease,’ and when there is evidence that those 
who have subsisted chiefly on them have been amongst 
the longest lived of humanity (see my letter in your issue 
of August 6, 1960, p. 465) ? 

It seems a great pity that Sir Heneage introduced the 
controversial subject of exercise instead of keeping to 
the fallacies associated with animal experiments. For 
example, in the Lancet recently Gresham and Howard 
report? an experiment on rats, where one group was 
given a diet containing 40% butter, 0.3% thiouracil, 
5% cholesterol, and 2% cholic acid, whilst in the other 
the butter was replaced by 40% arachis oil. Both 
groups of animals died in about a hundred days, the 
former with obstructive thrombosis, the latter with 
atherosclerosis. It is submitted that if this experiment 
shows anything applicable to humanity, it is not what 
the investigators imagine. 
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These rats were allowed no choice of foodstuffs, but 
had to eat an arbitrary food mixture or die quickly of 
starvation. They did not give themselves disease, they 
were given it. Left to their own devices with separate, 
natural foods, they would have chosen the right foods 
in the right ratios, and stayed alive and well like any 
other rats. It would appear to be a grave error, of the 
type singled out by Sir Heneage, to let an experiment 
like this influence mankind in choosing between butter 
and arachis oil. On the other hand, the above experi- 
ment does demonstrate the very serious consequences 
that ensue if basic foods are not eaten in accordance 
with the instinct of appetite. Animals can, as in this 
case, have the instinct imposed on by force ; mankind 
can have it deceived, as occurs in so many of the 
arbitrary food mixtures of to-day (see my recent letter, 
December 3, p. 1674). And until beams of this sort 
have been exposed in the nation’s diet, is it not as wrong 
as it is foolish to undermine people’s confidence by 
drawing attention to motes in basic foods, to which they 
are evolutionarily adapted ?—I am, etc., 

T. L. CLEAVE. 


Lee-on-Solent, Hants. 
REFERENCES 
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Sir,—I have not replied to “John Bradshaw’s ” 
attacks in the past, because I could not find him in the 
Medical Directory. Now I doubt if I need do so. 

His name seems to be the nom de plume of an adviser 
to a group of patent food and drug firms, and a preacher 
of the gospel according to Sinclair. In view of all this 
his distress about the patients and their relatives led 
astray by an ignorant surgeon, and his concern about 
editorial ethics (December 24, p. 1882), are a bit 
theatrical, and his article in the Family Doctor a little 
insincere. Come off it, John.—I am, etc., 


London W.1. HENEAGE OGILVIE. 
*," This correspondence is now closed.—Epb., B.M.J. 


The Wind of Change 

Sir,—Forty years ago we were taught that Sylvester’s 
method must be discarded because, with the patient 
supine, a second person was necessary to hold the 
tongue forward. By calling it “ Elisha’s method” do 
we ensure that the flaccid tongue is miraculously held 
forward against the pressure of the anaesthetic mask, 
if used ? 

Your leading article (December 24, 1960, p. 1862) 
skates lightly over this with “ the difficulty of maintain- 
ing a clear airway.” Could we have clearer instruction ? 
—I am, etc., 


Cross in Hand, Sussex, 


POINTS FROM LETTERS 
“Rose and Carless” 

Mr. MICHAEL HARMER (31 Queen’s Gate, London S.W.7) 
writes: For sentimental reasons I am trying to collect a 
copy of each edition of this famous Manual of Surgery. 
Those I still need are the first edition (1898), the second to 
the fifth (1899-1902), and the seventh (1908). If any of your 
readers or their heirs and assigns have any of these 
, vogani on their shelves I would be delighted to acquire 
them. 


Status Asthmaticus Treated by Hypnosis 

The reference at the foot of Dr. JAMES MAXWELL’s letter 
on this subject (December 31, p. 1953) should have read: 
Maxwell, J., Dis. Chest, 1955, 27, 208. 


FREDERIC SANDERS. 


Obituary 








G. A. BANNATYNE, O.B.E.. M.D., F.R.C.P.Ed. 


Dr. G. A. Bannatyne, consulting physician to the Royal 
United and the Royal Mineral Water Hospitals at Bath, 
died on December 17, 1960, at Malvern. He was 93 
years of age 


Gilbert Alexander Bannatyne was born at Rutherglen. 
Lanarkshire, on April 25, 1867, the son of Lieutenant- 
Colonel J. M. Bannatyne. He studied medicine at the 
University of Glasgow, graduating M.B., C.M. in 1888. 
After holding the post of house-physician at the Glasgow 
Royal Infirmary, he continued his postgraduate studies in 
Edinburgh and Paris, proceeding M.D. in 1891 and becoming 
a member of the Royal College of Physicians of Edinburgh 
in 1892 and a Fellow in 1893. He set up in consultant 
practice at Bath and soon interested himself in rheumatic 
diseases. His first paper on rheumatoid arthritis was 
published in the Lancet in 1896, and he wrote a book on the 
subject in the same year. Later he contributed an article 
on rheumatoid arthritis to Hutchinson's Index of Treatment. 
For many years he was on the staffs of the Royal Mineral 
Water Hospital and the Royal United Hospital, Bath. 
During the first world war he served as a lieutenant-colonel 
in the R.A.M.C. as commandant of the Bath War Hospital. 

Dr. Bannatyne married Amy Walker, daughter of Surgeon 
General W. Walker, of the Indian Medical Service. 


G. D. K. writes: Dr. Gilbert Alexander Bannatyne, who 
passed away at the age of 93, was as an individual known to 
few who are now practising at Bath, where he worked for 
a large part of his life. Most of us, however, remember 
his name as a synonym for hard work, common sense, 
clinical sense, and, above all, integrity, at a time when there 
was a very large amount of quackery in the tre::ment 
of the rheumatic group of diseases. His service in the 
first world war was rewarded by the O.B.E., and from 
thence he always took an interest in things military. 
Shortly before his retirement to Malvern he undoubtedly 
was the best-known physician and had the largest practice, 
particularly in the rheumatic group of diseases, in Bath. 
Like all the best physicians of his time in Bath he worked 
partly at the Royal Mineral Water Hospital, now the Royal 
National Hospital for Rheumatic Diseases, and partly at 
the Royal United Hospital. His particular leaning, however. 
was always towards care of the rheumatic group of diseases, 
and he wrote a number, of enlightened articles on this 
subject. After retiring to Malvern he seldom returned to 
Bath, except for a few short intervals for consultation and 
treatment himself, as latterly he suffered from the disease 
on which he himself had once been an expert. On meeting 
him in this connexion one immediately appreciated, in spite 
of his increased years, that he remained a doctor of very 
considerable knowledge and at the same time a most human 
individual of great fortitude and with a keen sense of 
humour. 


C. J. H. SHARP, M.C., M.B., B.S., F.R.C.S.Ed. 
D.T.M.&H. 


Dr. C. J. H. Sharp, who was formerly in practice in 
Leighton Buzzard, died at Bedford on November 3, 
aged 68. 


Clive Justin Hicks Sharp was born on April 14, 1892, in 
Jamaica, the son of a planter. He studied medicine at 
University College Hospital, where he won several prizes 
during his student days, including the Liston gold medal 
for surgery. Graduating M.B., B.S. in 1914, he held the 
post of house-physician at Charing Cross Hospital, but when 
war came in 1914 he joined the French Army, and three 
months later transferred to the R.A.M.C. He spent much 
of his war service in front-line dressing stations, and won 
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the Military Cross with a citation for gallantry and devotion 
to duty. After the war he practised in the West Indies for 
a time, but in 1923 he went to West Africa. While in the 
Colonial Medical Service he took the Diploma in Tropical 
Medicine and Hygiene and, later, the F.R.C.S. of Edinburgh. 
Tropical disease affected his health and he returned to 
Britain. 

In 1930 he went into general practice in Leighton Buzzard, 
where he became senior partner in the firm of Sharp, 
Rothcope, and Stephens. His skill as a clinician, attention 
to detail, ability to work long hours, and above all his 
kindness and understanding soon enabled him to build up 
a large practice. For 20 years he was also medical superin- 
tendent of the Grove Isolation Hospital. He again served 
in the R.A.M.C. throughout the second world war as a 
surgical specialist, going overseas with the British Expedi- 
tionary Force. His death came after a prolonged illness 
most bravely borne and which he early knew would be 
fatal. When at length he was forced to retire his patients 
organized a collection and contributed a most generous gift 
as a token of their appreciation. 

Dr. Sharp is survived by his wife and two children. His 
+ is medical officer of health of Bedford Borough.— 
DB: 


R. B. TERRY, M.D., M.R.C.P. 


Dr. R. B. Terry, who was formerly physician to the 
Seamen’s Hospital, Greenwich, before he left England 
to work in Chicago, died on October 3 in Chicago, aged 
45. 


Richard Barrett Terry was born on October 19, 1914. 
After leaving Malvern College he was for a short time at 
King’s College, London, before entering St. Bartholomew’s 
Hospital in 1933. His student days were characterized by 
a mature and steady quality which was to stand out in later 
years. He graduated M.B., B.S. (Honours), with distinction 
in medicine, in 1938, and was appointed house-physician at 
Bart’s in May, 1939 ; but, having joined the R.A.M.C. (T.A.) 


at the time of the Munich crisis, this appointment was . 


terminated by his call-up shortly before the outbreak of 
war. For more than six years during the second world war 
he served with distinction as a regimental and field- 
ambulance medical officer at home and abroad. 


Mr. R. S. MuRLeEy writes: After demobilization in 1945 
Dr. Terry was appointed supernumerary registrar at Bart’s 
and quickly secured his M.R.C.P. and M.D. Despite his 
long period of divorce from civilian medicine it was soon 
apparent that he was a man of unusual distinction, and he 
was properly rewarded by appointment as a mediegl chief 
assistant at Bart’s. He rapidly made his mark as a first-class 
teacher of undergraduates and enjoyed much popularity with 
the students. During this period he developed a great 
interest in diseases of the liver. He also introduced an 
excellent needle-biopsy instrument and published several 
valuable papers on. this subject, including one in this journal. 
His services were widely sought for liver biopsy, and he 
cultivated a highly skilful and tranquil technique which was 
a pleasure to watch. This was at a time when there was 
much criticism of liver biopsy in some quarters, but, by his 
expert and reassuring handling of patients, Dr. Terry was 
able to impress many of his colleagues with the safety of his 
methods. Apart from papers on liver biopsy his other 
publications were marked by an incisive and critical quality 
of mind. 

To broaden his experience of liver diseases, Dr. Terry 
spent a year of research at Cook County Hospital, Chicago, 
after completing his chief assistantship at Bart’s. During 
this period he made a number of professional and social 
contacts which were to result in his subsequent emigration 
to the United States. On returning to England he was 
appointed physician to the Seamen’s Hospital, Greenwich, 
in 1952, while continuing as cancer registrar at Bart’s, an 
appointment which he filled with characteristic thoughtful- 
ness and merit. By this time he was firmly resolved to leave 


Britain again if he did not secure a teaching hospital 
appointment within a measured period of time. Having 
narrowly missed two London teaching appointments, and to 
the sorrow of many friends here, Dr. Terry emigrated to the 
United States with his wife and three young children in 
1954. When I visited him in Chicago in 1955 he was just 
completing a strenuous year of rotating internship—no mean 
feat for a man of 40 who had qualified 17 years before. 
I remember him telling me how thrilling it was, after all 
these years, to assist at operations and deliver a baby. 
Far from regarding his year of residency as a chore, he 
sensibly looked upon this job as an opportunity for 
education and reorientation rarely offered to other 
physicians. Any doubts one may have had up to then about 
his ability to adapt himself to a new way of life were rapidly 
dispelled. After this resident appointment Dr. Terry set up 
in practice and continued a teaching connexion at Cook 
County Hospital. His recent serious illness struck like a 
bolt from the blue and he died within a few months of 
the onset of his disease. 

Richard Terry will be remembered here with great 
affection by many professional friends: to all of us he will 
long stand out as a man of singular charm, integrity, and 
determination and as a first-class doctor and a. thoroughly 
stimulating and critical colleague. He married Elizabeth 
Greenaway in 1948 and they had three sons and a daughter. 
Our profound sympathy goes out to his widow and family. 


W. E. HAYES, B.M., B.Ch. 


Dr. W. E. Hayes, who practised for 35 years in Potters 
Bar, Middlesex, died at his home on December 10, 
aged 67. 


William Edward Hayes was born at Oxford on 
September 3, 1893, and was educated at Winchester and 
New College, Oxford. In August, 1914, he joined the 
original British Expeditionary Force (the “ Old Contemp- 
tibles ”) as a dispatch rider. He was mentioned in dispatches 
and in 1916 was commissioned in the Royal ‘Engineers. 
On demobilization he continued his medical training at 
St. Bartholomew’s Hospital and graduated B.M., B.Ch. in 
1921. After house posts at Bart’s, the Royal Northern, and 
other hospitals, he entered general practice in Potters Bar 
in 1924. During his years of activity as a general prac- 
titioner hea.was noted for his extreme conscientiousness, 
unremitting hard work, and tireless devotion to the well- 
being of his many patients, as well as for his strong sense 
of public duty. Despite a rather reserved and reticent 
manner, his marked courtesy, dry humour, soundness of 
judgment, readiness to help, and obvious dedication to his 
calling, gained the lasting esteem and affection of his 
colleagues, both in general and in consultant practice. 

From his first days in practice he was associated with the 
old Potters Bar Cottage Hospital and played an important 
part in the building, just before the second world war, of 
the present fine hospital. In the service of the hospital, 
both as a senior medical officer and chairman of the medica) 
committee, he did his finest work—caring for casualties, 
performing minor E.N.T. and gynaecological operations with 
exceptional competence, giving anaesthetics, treating frac- 
tures, interesting himself in x-ray work and electrocardio- 
graphy, while attending to the daily cares of the hospital 
administration. Throughout the difficult war years, with 
the inevitable shortage of doctors, he undertook in: addition 
the duties of medical organizer for the local civil defence 
services and carried them out with his usual thoroughness 
and complete disregard for his personal comfort. From 
1939 till 1948 Dr. Hayes kept the Potters Bar and District 
Hospital a going concern despite all difficulties, and ensured 
that with the inauguration of the National Health Service 
it could be handed over to the new management as a 
flourishing general-practitioner hospital. He continued as 
chairman of the hospital medical committee and served the 
Barnet group management committee in various capacities 
until his retirement on account of ill-health in 1959. For a 
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number of years he had also served as a J.P. for the county 
of Middlesex. With his death his colleagues have lost a 
wise counsellor and a notable exemplar of the highest ideals 
of general practice, and the community in which he lived 
and worked mourns the passing of a beloved physician and 
devoted public servant. 

Dr. Hayes leaves a widow and two sons. 


ELSIE E. A. RIDLEY, M.D. 


Dr. Elsie E. A. Ridley, who formerly practised in Hove, 
Sussex, died at her home at Hastings on October 19. 


Elsie Emma Aline Ridley was born in London in 1883, 
and although she worked in the provinces always felt herself 
a Londoner. She was educated at the North London School 
for Girls, and later studied at Bedford College, where she 
took her London M.A. She then taught classics for many 
years at various girls’ schools before starting her medical 
training at the London (Royal Free Hospital) School of 
Medicine. She graduated M.B., B.S. in 1927, proceeding 
M.D. six years later. After holding a variety of house posts 
she finally settled down to general practice in Sussex, where 
she first acted as assistant and later became partner to an 
old friend with a practice in Hove and a branch surgery in 
Brighton. By the time of her retirement in 1958 she had 
become a well-known figure in the district, driving in all 
weathers in her small open Morris, which she would never 
change for a new car. Although not one to suffer fools 
gladly, she never spared herself in helping the poor and the 
lonely, Her work among the old people in her practice has 
become a legend and her many friendly acts will never be 
forgotten._—-V. C. 


P. P. McKINNEY, M.B., B.Ch. 


Dr. P. P. McKinney, who was in practice in Bourne- 
mouth for many years, died at his home in Boscombe 
on November 3, 1960. He was 70 years of age. 


Patrick Peter McKinney was born on August 30, 1890. 
He came of a family which gave five members to the medical 
profession, and three of them survive him—Dr. Evelyn 
Nixon, of Dublin; Dr. Bernard W. McKinney, of Dulverton, 
Somerset ; and Colonel T. J. McKinney, of Dublin. After 
graduating M.B., B.Ch. at the National University of 
Ireland in 1921 and completing the then customary post- 
graduate hospital courses, he took up private practice in 
Grays, Essex. In 1926 he transferred to Bournemouth, 
where he continued in private and private consultant practice 
until his death. His practice grew extensively during his 
34 years there. As a practitioner he had the gift of 
creating the impression of exclusive personal interest in 
each patient, so that he or she felt that no other among his 
many patients was a more important case. Prior to studying 
medicine he read an extensive course in arts—ancient 
classics, literature, philosophy, and law. His ease in public 
speaking, aided by a rather fine sense of humour and a wide 
range of reading, made him popular as a lecturer in his 
adopted locality. He had been at one time chairman of the 
local Division of the B.M.A. and president of the Bourne- 
mouth Medical Society. He is survived by his: widow, two 
sons, and a daughter who is a well-known barrister.— 
P. T: J. O'F. 


J. H. FAIRCLOUGH, M.B., Ch.B. 


Dr. J. H. Fairclough, who was in general practice in 
Hoyland, Yorkshire, died suddenly on November 26. He 
was 67 years of age. 


James Herbert Fairclough was born in Barnsley on March 
3, 1893, and spent his childhood and youth at South 
Elkington in Lincolnshire, where his father was schoolmaster 
and his mother schoolmistress, In the first world war he 
was in the R.A.M.C., and he then decided to study medicine 
and graduated M.B., Ch.B. at Sheffield University in 1926. 
Thereafter he was house-surgeon and house-physician at the 


Royal Hospital and for twelve years was clinical assistant 
to Dr. E. F. Skinner. 

He started practice at Hoyland in 1927 and was active up 
to the time of his death. He was deeply interested in the 
countryside and in the social life of the district, where for 
many years he was president of the local musical festival and 
of the Chrysanthemum Society. He was a wise physician, 
and his kindly humour and deep interest in his patients’ 
welfare endeared him to their hearts. He will be long and 
affectionately remembered by them and by his many other 
friends. 

He leaves a widow, who was formerly a sister at the 
Royal Hospital, Sheffield; a son who follows him in his 
practice ; and a daughter, who is also a doctor. 


N. M. HUNTER, M.B., Ch.B. 


Dr. N. M. Hunter, who was in practice in Stockton-on- 
Tees, died in hospital on November 29, aged 61. 


Norman Maxwell Hunter graduated M.B., Ch.B. at 
Edinburgh in 1924. After holding the post of senior house- 
surgeon at Rochdale Infirmary he came to Stockton and 
Thornaby Hospital as house-surgeon, and for many years 
after going into practice in Stockton-on-Tees he was 
honorary surgeon to the hospital. Having been assistant 
secretary of the Stockton Division of the B.M.A., he was 
chairman of the Division from 1939 to 1947, and he always 
retained a vital interest in the affairs of the Association. He 
was an enthusiastic golfer. 

His death came after a protracted illness, which he faced 
with his characteristic patience and courage. His quiet 
presence will be greatly missed by h‘s colleagues and many 
friends, whose sympathy is extended to his widow, two sons, 
and two daughters. 


AGNES BENNETT, O.B.E., M.D., B.Sc. 


Dr. Agnes Bennett, who had a long and varied medical 
career in New Zealand, died at her home at Lowry Bay, 
Wellington, on November 30. She was 88 years of age. 


Agnes Elizabeth Lloyd Bennett was born in 1872 near 
Sydney, Australia, but she came to England to be educated, 
first at Cheltenham Ladies’ College and later at Dulwich 
Girls’ High School. On the death of her mother in the 
smallpox epidemic of 1880, she returned to Australia with 
her father and won a scholarship to Sydney University. 
She graduated B.Sc. in geology and biology in 1894, being 
the first Sydney University woman student to obtain a 
science degree with honours. She then acted as a children’s 
governess on a sheep stdtion, but her heart was set on 
higher things. In 1895 she enrolled as a medical student 
at Edinburgh University, where she graduated M.B., C.M. 
in 1899. Although recommended for the post of resident 
medical officer at-Edinburgh Royal Infirmary, she failed 
to get the appointment because of the still prevalent 
prejudice against women doctors. Instead she became 
resident medical officer at Larbert Mental Hospital. In 
1901 she returned to Australia, and for the first time set up 
her plate in Sydney. But because of a lack of patients she 
went back to mental hospital work, becoming also one of 
the promoters of district nursing in Sydney. 

In 1905 Dr. Bennett took over a practice at Wellington, 
New Zealand, in succession to a woman contemporary who 
was about to be married, and so began what was to be a 
life-time association with the Dominion. Three years later 
she was appointed medical superintendent of St. Helen's 
Maternity Hospital, an early example of a State hospital, 
and she remained there for nearly 30 years. In 1910 she 
was appointed honorary physician to the children’s ward at 
Wellington Public Hospital. In the following year she 
returned to Edinburgh to take her M.D. with a thesis on 
the breast-feeding of infants in New Zealand. In 1915, 
soon after the outbreak of the first world war, she volun- 
teered for service with the French Red Cross, but, on 
hearing the news of the heavy casualties in the Gallipoli 
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landings, went on to Cairo from Port Said—she was en route 
to France at the time—and joined the New Zealand Army 
Medical Corps as a captain, the first woman to be so 
commissioned. After serving in Egypt she came to Britain 
and was appointed commanding officer of a unit of the 
Scottish Women’s Hospitals, with which she was in Serbia 
in 1916-17. For her services there she was appointed to 
the Order of St. Sava in 1916. 

After the war Dr. Bennett resumed practice in New 
Zealand, and was elected the first president of the Wellington 
branch of the International Federation of University 
Women, and played her part in the foundation of a hostel 
for women students in Wellington. In 1931 she spent some 
ten months in England, during which she was a representa- 
tive at the Annual Representative Meeting of the British 
Medical Association at Eastbourne. In 1937 she resigned 
from her appointment at St. Helen’s Maternity Hospital, 
but was unwilling completely to retire from practice, and so 
she accepted an invitation to work at a hospital in Burke- 
town, Northern Queensland, helping there in the flying- 
doctor service. In December, 1940, she arrived at Liverpool 
to offer her services in the war effort. Her contribution 
included work with the Women’s Voluntary Service in the 
East End of London, at Banbury Hospital, at the Radcliffe 
Infirmary, as an assistant in general practice in Devonshire, 
and at Woolwich Hospital. In 1947, after her return to 
New Zealand, she flew, at the age of 75, to the Chatham 
Islands, 500 miles to the east of New Zealand, to act for five 
weeks as relief to the doctor there who had fallen ill. She 
was appointed O.B.E. in 1948. 

Her later years were troubled by accident and illness, but 
at the age of 86 she had recovered sufficiently to drive her 
car. A few years before her death she founded the William 
and Agnes Bennett laboratory in Sydney University as a 
memorial to her father. A biography of Dr. Bennett, by 
Cecil and Celia Manson, was published only a few months 
ago. The last surviving member of her family, she leaves 
behind a host of friends to mourn the loss of a courageous 
and remarkable woman. 


P. G. GARRETT, MB, BS., D.P.H. 


Dr. P. G. Garrett, who formerly practised at East 
Shilton, Leicestershire, died on December 3 at the age 
of 96. 


Philip Gell Garrett was born at Easingwold, Yorkshire, on 
June 14, 1864, and educated at Woodhouse Grove, near 
Bradford, and later at the Middlesex Hospital, London, 
where he qualified in 1890. Four years later he took the 
D.P.H. and in 1901 he graduated M.B., B.S. of the 
University of Durham. He spent most of his working life 
in general practice, chiefly in Earl Shilton, Leicestershire, and 
retired in 1930 after a very happy thirty years in that district. 
During the first world war he served with the Red Cross and 
went to the Anglo-Serbian hospital in Corfu ; for his services 
he was awarded the Order of St. Sava 4th Class. An intensely 
religious man, he earned the respect of all who knew him. 


MARY PURDIE, M.B., Ch.B. 


Dr. Mary Purdie (née Brown), who was in general 
practice at Wakefield, Yorkshire, for many years, died 
on December | after a fall at Clayton Hospital, Wake- 
field, where she was visiting a patient. She was 78 years 
of age. 


Mary Brown was born in Australia on April 12, 1882, but 
as a child went to live in Scotland. She studied medicine 
at Edinburgh University, graduating M.B., Ch.B., in 1906. 
After holding various hospital appointments she settled in 
practice at Wakefield in 1914. Three years later she married 
Dr. David Purdie, and they were in practice together in 
Wakefield until Dr. David Purdie’s death in 1925, after 
which she carried on the practice alone until her own death. 
During her long stay at Wakefield Dr. Purdie held a number 
of appointments, including those of honorary medical officer 


to the ultra-violet-ray department at Clayton Hospital, 
surgeon to the West Riding women police, and medical 
officer to. the Girls’ High School. She was also a medical 
referee under the Ministry of Labour and National Service. 
Her death has caused sorrow not only to her colleagues at 
Clayton Hospital, which she had served for so long, but to 
her patients also, many of whom she had attended since 
childhood. 


A. C. WELCH, M.B., Ch.B. 


Dr. A. C. Welch, who was formerly in practice at 
Calverley, near Leeds, died at his home at South 
Thoresby, Lincolnshire, on December 1. He was 57 
years of age. 


Arthur Cedric Welch was born on August 2, 1903, and 
graduated M.B., Ch.B. at the University of Leeds in 1926. 
After holding the posts of orthopaedic house-surgeon and 
resident gynaecological officer at the Leeds General 
Infirmary, he went into the practice established by his 
father in Calverley, and he remained there until his recent 
retirement. 

C.E.F. writes from Spilsby, Lincolnshire: Dr. A. C. 
Welch was in general practice in Calverley until ill-health 
and, eventually, a serious operation led him into retirement 
in a charming house in this quiet corner of Lincolnshire. 
A slow return of strength, and a desire to return to work, 
led him to offer his services to local practitioners, and he 
was welcomed as a locum in several of the neighbouring 
practices, where his quiet sympathy won him an ever- 
widening circle of friends whose sincere condolences will be 
extended to his widow and daughter. 


J. H. SHELDON, M.D., D.P.H. 


Dr. J. H. Sheldon, formerly district medical officer of 
the Indian State Railways in Burma, died on December 
15 at the age of 86. He had been living in retirement in 
Churt, Surrey. 


John Henry Sheldon was born in Manchester on October 


~ 9, 1874, and was educated at Manchester Grammar School. 


In 1897 he graduated M.B., Ch.B. (with honours) at the 
Victoria University of Manchester and became house- 
surgeon to the late Sir William Thorburn at Manchester 
Royal Infirmary. He then took the London intermediate 
examination before leaving for South Africa to be attached 
to a Guards regiment during the South African War. In 
1901 he came home on short leave and graduated M.B. at 
London University with first-class honours in medicine and 
obstetric medicine. Returning to South Africa, he worked 


. for a time as a medical officer at one of the gold mines, and 


in 1908 he applied for the post of district medical officer 
to the Burma Railways and was accepted. He worked in 
the jungle where the railway was being built up into the 
Shan Hills, looking after the health of a thousand or more 
coolies and travelling in precipitous country on a small Shan 
pony. On the completion of this part of the railway he 
married Dr. Eleanor Gladys Kensington. 

When the first world war broke out Sheldon was on leave 
in Brittany. He immediately applied to the War Office for 
a commission in the R.A.M.C., but his services were refused 
because he was due to return to Burma in 11 months’ time. 
He therefore took up work at Enfield Tuberculosis Hospital. 
After some months the War Office was calling for more 
doctors, and this time he was commissioned as a captain 
in the R.A.M.C., having obtained an extension of leave 
from Burma. He was posted to Portsmouth, and while 
there developed Malta fever: during his convalescence from 
this he found there was just time to sit for the London M.D., 
and, although he had done no special reading, he qualified 
for the gold medal. 

In 1915 he returned to his Burma post, and on his next 
leave, in 1921, he worked at Owens College, Manchester, 
for the D.P.H., which he obtained, qualifying for the 
university research fellowship in bacteriology and chemistry. 
He was asked to give up his Burma appointment and do 
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research work, but he turned this proposal down and went 
back to Burma in 1922. Here he continued his regular 
work and also had a large private consulting practice, being 
much in demand especially as a diagnostician. On his final 
departure from the country he and his wife were over- 
whelmed by the warmth of their send-off and the showers 
of gifts. 

Finding retirement irksome, Sheldon next started reading 
law to enable him to work in a solicitor’s office in Liverpool 
so that he could advise them on medical cases. In 1937 he 
went to live in Churt with the idea of finally retiring, but the 
outbreak of war found him working in Aldershot, where he 
examined recruits. In 1941 he applied for, and obtained, 
the new post of casualty officer at St. Helier Hospital, 
Carshalton, where he worked for the next four and a half 
years. Twice the hospital received direct hits in air raids 
and after one of these had to be evacuated. Then for the 
next 15 years this remarkable scholar and man of action 
lived happily at Churt while the normal disabilities of old 
age gently overtook him. 

Dr. Sheldon leaves a widow and a son, who is a barrister. 
—E. M. T.-J. 


A. Y. M. writes: Dr. John Sheldon left his beautiful home 
in Churt and his retirement to help us at St. Helier Hospital 
at the time when the “ phony” war became real. At that 
time a very young 67-year-old experienced physician, he 
could have filled with distinction a senior post, but after a 
quick appreciation of the situation he decided that the 
greatest need was in casualty, and he quietly took charge 
of that department. His methods were not always orthodox, 
but he evolved a remarkably successful system and the 
standards which he set up are never likely to be equalled. 
General practitioners, telephoning to admit a patient, learnt 
to accept cheerfully his strict and systematic questioning. 
No matter how full the hospital might be, he always seemed 
able to find a bed for the patient really needing admission. 
On the other hand, if the case was a doubtful one, Dr. 
Sheldon gave the practitioner detailed advice on how to 
treat it at home with instructions to report to him if there 
was any deterioration. When air-raid casualties arrived he 
and his department were ready to receive them without any 
fuss or bother. 

His vitalizing interest in every aspect of medicine 
permeated the hospital staff, and keen young physicians 
coming to discuss with him the latest article would find that 
he had already seen it. He could smell out an interesting 
case and would arrive in the theatre at the most important 
stage of the operation. The pharmacist called him in to 
help with the war-time formulary. At a time when furni- 
ture was difficult to obtain, he brought his beautifully kept 
joiner’s tools to the hospital and, setting up his own equip- 
ment, built his own table and lighting for his room. On 
one occasion he was found showing a carpenter, who was 
working on bomb damage, the best way of setting and 
sharpening a saw. 

The staff, medical and lay, young and old, seemed to come 
naturally to him with their problems. Combining as he 
did the knowledge of the West with his acquired wisdom of 
the East, he listened quietly while they poured out their 
difficulties and thus solved their own problems. We 
celebrated his 70th birthday at a time when the hospital 
had been badly damaged by the flying bombs, conditions 
were uncomfortable, and tempers were becoming ragged, 
but he seemed the youngest and least perturbed member of 
the party. Although he remained on duty night and day 
throughout the week, it was quite clear that by returning to 
his wife and home every Sunday he was physically and 
spiritually refreshed to begin the next week. His holidays 
were always brief, and if possible so arranged that he could 
get home in them to carry out his traditional task of scything 
the rough grass. 

The war came to an end and Dr. John left the hospital 
as quietly as he had arrived five years previously, but his 
influence continues at St. Helier, and those who had the 
privilege of working with him will always cherish the 
memory. 


Medico-Legal 








MENTAL HEALTH ACT APPLIED BY CRIMINAL 
COURT 


[FROM A CORRESPONDENT] 


The treatment of patients with Munchausen syndrome has 
been complicated in the past by difficulties in detaining 
them in a mental hospital for an adequate period of time. 
Rarely certifiable, they have usually been admitted on a 
voluntary or informal basis, and have invariably absconded 
shortly afterwards. Under the Mental Health Act, 1959. 
it is now possible for criminal courts to order the admission 
to a mental hospital of persons convicted of certain crimes. 
courts of assize and quarter sessions may in certain circum- 
stances make an order applying special restrictions to the 
discharge of such persons. 

A man, aged 25, appeared at the Buckinghamshire Quarter 
Sessions at Aylesbury on September 26 charged with 
dangerous driving and unlawfully driving away a motor 
vehicle. He pleaded guilty to both the charges. 


Case of Munchausen Syndrome 


Giving evidence on behalf of the defendant, a consultant 
psychiatrist stated that he was a well-known case of 
Munchausen syndrome. He suffered from a repetitive 
tendency to enter hospitals and to undergo unnecessary 
operations. During the past 10 years he had been admitted 
to between 300 and 500 general hospitals and had had 
approximately 15 unnecessary abdominal operations. 

The court decided to postpone sentence in this case until 
Part V of the Mental Health Act, 1959, had been 
implemented, which was on November 1. The defendant 
came before the adjourned Quarter Sessions at Aylesbury 
on November 17, when the court was referred to sections 
60, 62, and 65 of the Mental Health Act, 1959, under which 
a convicted person could be sent for treatment in a hospital, 
in the circumstances laid down in these sections of the Act, 
instead of being sent to prison. 

Evidence was heard from two medical practitioners, one 
of whom had been approved by a local health authority as 
having special experience in the diagnosis or treatment of 
mental disorders, as is required by section 62 of the Act. 
The defendant was considered to be suffering from psycho- 
pathic disorder which warranted his detention in hospital 
for medical treatment within the meaning of section 60. 
Section 65 of the Act was also applied, and the court decided 
that the offender should be subject to the special restrictions 
set out in this section for an indefinite period. The 
consultant psychiatrist giving evidence was asked how long 
this period should be, and he stated, from his knowledge of 
patients suffering from the Munchausen syndrome, that it 
should be for at least five years. 

Under the Act the court must specify the hospital where 
the patient must be detained. The court accordingly 
specified St. John’s Hospital, Aylesbury, to which the 
accused has since been admitted. 

This is believed to be the first time that a criminal court 
has dealt with a case of Munchausen’s syndrome under the 
provisions of the new Mental Health Act. A case was 
reported in the Journal in 1958 in which a man was 
sentenced to six months’ imprisonment for obtaining drugs 
and accommodation from Melton Mowbray Memorial 
Hospital under false pretences. 

By comparison, the sentence in the present case was of 
a nature and length calculated to enable psychiatric 
treatment to effect a modification in behaviour. 


Powers of Court Under Act 


Our Legal Correspondent writes: The power contained 
in section 60 of the Mental Health Act, 1959, to order a 


* Brit. med. J., 1958, 2, 696. 
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: 
person to be admitted into and detained in hospital, of to 
enter the guardianship of a local authority or other person, 
is subject to restrictions set out at length in sections 60 
and 62. In particular the power is exercisable by a court 
of assize or quarter sessions after convicting a person for a 
crime for which the penalty is not fixed by law, and by 
petty sessions after conviction for a crime punishable on 
summary conviction with imprisonment. 

The court must be satisfied, on the written or oral 
evidence of two medical practitioners (complying with the 
provisions of section 62), that the offender is suffering from 
mental illness, psychopathic disorder, subnormality, or 
severe subnormality (these terms are defined in section 4 
of the Act), and that the mental disorder is of a nature 
or degree which warrants the detention of a patient in a 
hospital for mental treatment, or his reception into a 
guardianship. Furthermore, the court must be of opinion, 
having regard to all the circumstances, including the nature 
of the offence and the character and antecedents of the 
offender, and to the other available methods of dealing with 
him, that the most suitable method of disposing of the case 
is by means of an order under section 60. 

Section 65 of the Mental Health Act empowers a court 
of assize or quarter sessions to make a restriction order if 
it appears to the court, having regard to the nature of the 
offence, the antecedents of the offender, and the risk of his 
committing further offences if set at large, that it is necessary 
for the protection of the public so to do. 


Element of Punishment 


Cases of this sort go to the root of theories of punishment. 
Although the legislature has provided that certain criminals 
may be made the subject of treatment rather than punish- 
ment, it must not be forgotten that, because it is compulsory, 
treatment is in itself a form of punishment, since it involves 
loss of liberty. When a restriction order is made under 
section 65 the loss of liberty is in many cases considerably 
greater than that involved in the punishment which would 
normally be imposed for the crime. Because there is an 
element of punishment involved, as well as treatment, the 


sentence must fit the offence as well as the offender, and the- 


legislature has so provided in the words italicized above. 

The defendant in this case was charged with the two 
driving offences and was sentenced to indefinite detention 
on the grounds of anti-social behaviour in relation to 
hospitals. He was not charged with obtaining drugs and 
accommodation by false pretences. If that were all, one 
would say that the court had had insufficient regard to the 
nature of the offence and to the risk of the commission of 
further offences. However, it appears that the defendant 
had previously committed a number of driving offences and 
there was a risk of further driving offences; indeed, at 
the time of the offences in this case the defendant was 
unlawfully driving away a lorry in order to reach another 
hospital. 
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APPROVAL FOR HUMAN TISSUES BILL 
[FROM OUR PARLIAMENTARY CORRESPONDENT] 


The second reading debate on the Human Tissues Bill, 
truncated though it may have been by the fact that 
emergency business delayed it until between 11 o’clock and 
midnight on December 20, nevertheless produced some 
questions for the Minister of Health to answer in the con- 
cluding speech. Dr. J. DickKSON Mason (Greenock, Lab.), 
for example, though sharing with Miss JoaN VICKERS 
(Plymouth, Devonport, Con.) a dislike for the title of the 
Bill, was chiefly concerned about the next-of-kin having 
an absolute right of veto and thus being able to frustrate 
the known wish of the deceased person. He used one of the 


many illustrations taken from experience with corneal 
grafting that were mentioned during the debate—a letter 
from a person on the Blind Register alleging that it was 
not that people were unwilling to donate their eyes in 
sufficient numbers, but that too few people were willing 
to accede to the donor’s wish. Dr. Mabon put forward the 
view that the wishes of the donor should be sacrosanct. 


Question of Veto 


Mr. ENocH PowELL drew the distinction between sub- 
sections (1) and (2) of Clause 1. Subsection (1) dealt with 
the case where the deceased person had desired that his 
body should be so used. There was then no question of 
the desire being overridden by anyone. If the body was 
lying in a hospital, and there was evidence of the deceased 
person’s wish, there was no question of a surviving relative 
having a veto. The surviving relative only came in where 
there was no specific desire known on the part of the 
deceased person, and where therefore it was right to be 
sure both that the deceased person did not object himself 
and that it would not outrage the surviving spouse or any 
relative if the body were so used. 

Dr. MABON pointed to the permissive nature of the sub- 
section: “If any person ... has expressed a request that his 
body . .. be used after his death . . . the person lawfully 
in possession of his body may .. .” Of course, he might 
not. That was the point. Surely he could frustrate the 
wishes of the donor? Mr. Powe Lt replied that where the 
person was, as in most relevant cases he would be, in 
hospital, frustration of the wishes of the donor did not 
arise. For a person dying at home, it was conceivable that 
the known wish might not be carried out by failure— 
deliberate or otherwise—on the part of relatives. In the 
nature of the case statistics of such instances could not be 
known. But here, as in the Corneal Grafting Act, there 
was no veto. So far as was humanly possible, while there 
was no property in a dead body and therefore no formal 
bequest could be made, they were giving overriding right 
to the person deceased to ensure the use which he desired 
of his body after death. One other point raised by Dr. 
MABON was the expression, “‘ the person lawfully in posses- 
sion of the body.” The difficulty arose, he was told by 
the MINISTER, from the fact that in law there was no 
property in a dead body. He was advised that the expression 
used, and carried on from the Anatomy Act, 1832, would 
include a hospital authority in respect of a body lying in a 
hospital, but it would not be deemed to include the 
mortuary attendant or any person other than a person duly 
authorized under Clause 1 (7). 


Responsibility for Cost 

Miss Vickers had asked for information on two points: 
the optimum age of persons from whose bodies parts might 
be obtained for therapeutic purposes; and the cost of 
removing a body for the purpose envisaged by the Bill. 
On the first she was told that the cornea was unique in that 
it was better to get it from an elderly person, but otherwise 
it was the younger bodies from which the most useful tissues 
might be expected to come. On the second, where the body 
was at home undoubtedly the cost would be borne and all the 
incidental trouble taken by the hospital which was to benefit 
by the removal of the parts. There was undoubtedly urgency 
about that, and that urgency should be understood by all 
who might be concerned with carrying out these intentions. 

A cognate point, the complexity of the operation com- 
bined with the speed at which it had to be carried out, 
had led Lord BALNIEL to question the adequacy of the 
safeguards in Clause 1 (5) where a post-mortem might be 
required. 

Mr. PowELL pointed out that the safeguard had been 
strengthened as compared with the Corneal Grafting Act, 
for the Bill placed the onus not only on the authority 
authorizing the removal but also on the doctor who carried 
out the removal. The Coroners’ Society had been informally 
consulted, and had intimated that it regarded the safeguards 
embodied in the Bill as satisfactory. 
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Shortage of Corneas 


Mr. KENNETH RoBINSON (St. Pancras, North, Lab.), who 
gave the Bill a welcome from the Opposition front bench, 
invited the Minister to give some information about the 
supply of corneas. Mr. PoweLt said candidly that he could 
not foresee the time when it would be necessary to cry, 
“ Hold, enough.” On the contrary, the present position could 
not be regarded as fully satisfactory. The solution lay in 
wider public understanding of what was involved, and in 
close relationships between the corneal grafting centres and 
hospitals in the area. The Royal Institute for the Blind 
was planning a publicity drive, in which it was his intention 
as far as he could to co-operate, to bring to the attention 
of the public the opportunities and benefits which the 
donation of eyes could give. 


QUESTIONS IN THE COMMONS 
J.M.O.s from the Commonwealth 

The MINISTER OF HEALTH told Mr. H. BoyDEN (Bishop 
Auckland, Lab.) on December 19 that information was 
not available to show how many citizens of India, Pakistan, 
West Africa, and the West Indies, respectively, occupied 
junior medical officer posts in hospitals ;. or what percentage 
these doctors formed of the total number of junior medical 
officers. Mr. BoypEN asked the Minister to agree that the 
valuable service they gave was partially hiding the shortage 
of English born and trained doctors in the hospital service ; 
and asked what he was doing in conjunction with the 
University Grants Committee to stimulate an increase in the 
supply of doctors. Mr. Powe Lt agreed that these doctors 
furnished valuable help, though of course in return a good 
deal of training was obtained that was valuable to them later 
in their own countries. His information was that the number 
of medical students was on the increase. 


Propaganda on Smoking 

Mr. ARTHUR SKEFFINGTON (Hayes and Harlington, Lab.) 
asked if the Minister’s attention had been drawn to the 
greatly increased recent expenditure on tobacco advertise- 
ment, some of which was directly aimed at teenagers ; and 
whether he would take powers to control advertising of this 
type. Dr. BARNET Stross (Stoke-on-Trent, Central, Lab.) 
asked what recent further action the Minister had taken to 
further the campaigns of the local health authorities aimed 
at discouraging young people from smoking; and what 
success these campaigns were having. 

Mr. Powe Lv told them there was good evidence that 
people in this country were widely aware of the risks 
involved in smoking. The health education measures of 
local authorities were largely directed to the young, and 
should ensure that this awareness was maintained and 
intensified. He considered this approach to the problem 
to be the right one. He added in answer to Mr. M. LIPTON 
(Brixton, Lab.), who said that smoking had “ gone mad” 
and that the Government should do more about it than 
they were doing, that he had no reason to think the facts 
were not reaching the public and its younger members, 
“but they must be regarded as responsible people who take 
their own decisions.” 

Dr. EprrH SUMMERSKILL (Warrington, Lab.) said that 
every day they saw propaganda on behalf of the tobacco 
interests directed at young people. What form was the 
Minister’s propaganda taking to counter the pernicious 
effects of the business interests? Mr. Powe tt replied that 
local health authorities had their methods of education, and 
material of all kinds was provided for their assistance by 
the Ministry. Mr. L. Pavitt (Willesden, West, Lab.) asked 
if in view of the recent report of the Joint Tuberculosis 
Council, and also the results of the inquiry in Edinburgh 
on the effect of local authority propaganda, the Minister 
would look at this question again, and instead of passing 
the buck to local authorities see if he could take direct 
action from his department? Mr. Powe Lt said there was 
no question of passing the buck. This was the responsi- 
bility of local authorities. The evidence obtained from 
surveys was that the public were widely aware of the effects. 


Maiaria Eradication Campaign 
Mr. R. PRENTICE (East Ham, North, Lab.) asked if the 
Government would reconsider their decision to make no 
contribution to the malaria eradication fund of the World 
Health Organization, since contributions had been made by 


- the United States, Russia, and many other countries. Mr. 


PowELL replied “No.” (The Government remained 
convinced that the campaign to eradicate malaria should 
be maintained on the regular budget of W.H.O., to which 
the British contribution was the third in size. 

Mr. PRENTICE drew attention to the statement of the 
Director-General of W.H.O. that it was technically possible 
to eradicate the malaria-bearing mosquito within a few 
years, and that if this campaign failed it would only be for 
lack of funds. Was it not an exciting, worth-while project 
that it should succeed, and that the Government should do 
something extra to help it along? Mr. PowELL replied 
that he had made inquiry and was advised that there was 
no question of this work being held up through lack of 
funds. The executive board of W.H.O. was recommending 
to the conference when it met next February that more 
and more of this expenditure should be brought on to the 
regular budget, and that the Government believed to be 
right. Mr. PRENTICE gave notice that he would raise the 
matter again. 


Alcohol in Road Accidents 


Mr. F. HAYMAN (Falmouth and Camborne, Lab.) asked 
the Minister of Transport on December 21 whether road 
accidents in which alcohol was a contributing factor were - 
on the increase. Mr. ERNEST MARPLES stated that, so far 
as could be judged from the official statistics, the number 
of accidents in which an intoxicated driver or rider was 
involved was increasing at a rather greater rate than the 
total for all road accidents. 





Universities and Colleges 








UNIVERSITY OF EDINBURGH 


At a Graduation ceremonial held on December 16, 1960, the 
following degrees and diplomas were conferred: 

M.D.—J. A. L. Gorringe, R. LI. Lyon, 1 2T. J. McNair, ! 27H. A. Reid. 

Pu.D.—In the Faculty of es: A. Basu, M.Sc., M.B., B.S., M. 
Jacobson, B.Sc., M.B., Ch.B., S. K, Niyogi, B.Sc. 

M.B., Cu.B —Ww. R. th T. O. Brackett, Barbara i c. F. 
7 J. R. V. Carlisle, Margaret J. Chapman, A. Clancy, J. O. Dian. 

B. P. Ferguson, H. W. Hamilton, R. J. Inglis, M. N. Kaleel, T. McN. 
Saale R. Kerr, Jane K. S. Kirkwood, D. Lewis, M. ‘McCafferty, H. 
Mercer-Ricketts, W. A. Shafto, G. W. Somerville, M. W. Watkins, 
Sandra C. Wedderspoon, I. A. G.. Weston. 

—" IN PusLic HEALTH.—Ti-Yuen Lee, P. K. Nag, Elizabeth M. 
atson 

DIPLOMA IN MEDICAL RADIODIAGNOSIS.—W. C. Hartley, A. A. Marr, 
E. N. C. Milne, Patricia Morley. 

DIPLOMA IN MEDICAL RADIOTHERAPY.—J. R. Brown, G. L. Ritchie, 
Agnes R. Russell, 

DIPLOMA IN PsycutaTry.—H. C. Bethune, J. R. B. Saxby. 

The following scholarships, bursaries, and prizes were awarded 
in the Faculty of Medicine: Graduate Travelling Scholarship, 
G. S. Boyd, Ph.D. Undergraduate Scholarships, Ann M. R. 
Black, H. C. Guldberg, A. D. Thomson, R. A. Wood. Mackie 
Bursaries, R. J. H. McLaren, B.Sc., E. A. Sue-A-Quan. Andrew 
Graham Ritchie Bursaries, 1. H. McKee, A. L. Muir. Boots 
Drummond Memorial Prize in Biochemistry, R. B. Ewart. E. B. 
Jamieson Prizes in Anatomy, Margaret J. C. Somerville, R. E. W. 
Main. Peter Cumming Prize in Anatomy, Physiology, Dental 
Anatomy, and Histology, Lorna C. Dryburgh. 

1Commended for thesis. ?/n absentia. 


UNIVERSITY OF WALES 
The council of the Welsh National School of Medicine has 
appointed Dr. J. G. Leopold, at present Lecturer in Pathology at 
the School, to be Senior Lecturer in Pathology. 


UNIVERSITY OF LIVERPOOL 


In Congregation on December 16, 1960, the following degrees 
were conferred: 


M.D.—E. C. Edwards, T. S. Eimerl, Eva Gallagher, W. B. Jennett, C. R. 
Kay, W. W. Littler, J. M. Nichols, A. Patterson, J. S. Robinson, D. Sykes. 
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M.Ca.OrtH.—N. D. Aggarwal, J. G. Allman, D. M. Amerasinghe, 
A. M. Y. Ansari, F. J. Harvey, C. Malkin, J. G. Sallis, F. F. Silk, H. C. 
Van Der Post. 

M.B., B.Cu.—J. J. Aitken, H. B. Asafu-Adjaye, Ruth M. Berry, H. J. 
Bradley, M. C. Donaghy, Mai Edwards, M. Gornall, A. G. Hayes, Caroline 
N. Jones, N. E. Lipkin. R. F. Longdin, B. C. Longstaffe, N. A. Lycett, 
T. T. Westhead, J. A. Whitaker, J. N. Whittaker, M. W. G. Wren. 


The following candidates have been approved at the examina- 
tions indicated : 


DIPLOMA IN RADIOLOGY (RADIOTHERAPY).—Part II : A. Dutt. 

DIPLOMA IN TROPICAL MEDICINE AND Hyaiene.—B. O. Amure, S. S. 
Apte, W. A. K. Aruwa, H. Bart-Plange, P. G. Comer, W. E. Cooper 
D. Dean, V. De Sario, Eileen T. Duffy, E. U. Essien, J. C. Fluth, 
Ganpule, K. M. Gothe, T. S. C. Lim, M. F. Luke, R. C. Lutz, 
McNair, G. S. Murty, S. A. A. Ogunlusi, J. C. Okoye, E. Onori, 
Parnis, D. Felix Richards, N. S. Salem, J. A. Smith, D. Sonakul, 
Susman, K. Thakur, A. J. Whitley. 


UNIVERSITY OF LEEDS 


The following candidates have been approved at the examinations 
indicated : 

M.D.—R. H. P. Fernandez. 

M.B., Cx.B.—D. Hopwood (with second-class honours), A. S. Abraham, 
N. Benn, Elizabeth K. Bullock, D. A. Carter, D. E. Clark, G. A. 
Collingwood, Dorothy M. Eaton, Kathleen M. Fearn, I. W. Geere, F. 
Hainsworth, S. M. Haworth, D. S. Hinson, Anne Johnson, D. H. Kenward, 
Margaret Lambson, B. Livesiey, Sylvia E. Lyth, D. L. Matthews, A. S. 
Meltzer, Jennifer B. Mencher, D. W. Miles, Mary V. W. Murtagh, M. J. 
Ognall, Mary W. R. Parsison, S. D. Platts, Jean-Néel Poilly, Anne Randles, 
C. C. Robertson, T. H. Rosengarten, P. R. Scotter, A. E. Todd, T. Vickers, 
D. J. Wadsworth, J. K. Wales, W. D. Walls, Joan A. Watson, E, J. 
Williams, M. E. Wilson, Marjorie Yeomans. 


UNIVERSITY OF SHEFFIELD 
At a meeting of the University Council held on December 16, 
1960, Dr. A. Usher was appointed full-time Lecturer in Forensic 
Medicine, and Dr. H. Merskey full-time Lecturer in Psychiatry. 
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ROYAL COLLEGE OF SURGEONS OF EDINBURGH 


At a meeting of the College held on October 16, 1960, with Pro- 
fessor John Bruce, President, in the chair, the following candidates 
who had passed the requisite examinations were admitted 
Fellows: 

F. R. Abdi, V. Balasundaram, G. S. Banwell, R. M. Carapetian, M. H. 
Carr, A. J. McG. Cathro, J. K. Chaudhry, Soo-Huat Choo, M, A. 
Chowdhury, N. N. R. Chowdhury, M. M. Das, P. B. Desai, M. Duari, 
S. R. Duke, M. D. FitzGerald, R. McK. Gray, R. W. Goonewardene, 
C. H. Hodge, J. D. A. Henshaw, A. G. Hutchison, B. J. H. Insull, S. C. 
Jain, S. L. Johari, M. John, H. H. Kamdar, C. S. Karmody, J. N. Kille, 
E. O’G. Kirwan, P. J. Kleyn, J. H. Lawrie, J. N. Livingstone, C. J. H. 
Logan, J. D. C. Mawtiarmid, T. S. Mann, L. S. Marriott, B. Mukherjee, 
P. N. Unni, Chuan-Wai Neg, N. V. Nimbkar, I. Ogunyemi, B. Y. Pai, 
N. G. Patel, H. C. Puri, G. Ramaswami, A. B. Rindani, J. T. Shah, 
T. N. Shanmugalingam, G. R. Sharp, P. M. Shenoi, N. D. J. Smith, E. G. 
Soorma, W. A. Souter, J. C. Taraporvala, J. A. W. T. Wells, P. K. R 
Warrier, C. R. Wilson, R. D. Wolff. 


ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF 
GLASGOW 


At a meeting of the Faculty held on December 5, 1960, with 
the President, Dr. J. H. Wright, in the chair, the following were 
admitted Fellows of Faculty qua physician: J. Ballantine, 
S. D. Bhandarkar, H. Conway, B. Cruickshank, J. K. Dutta, 
A. T. Elder, A. S. Godbole, M. S. Haque, Cheng Hing Ip, Tit 
Shing Ip, A. I. Macdougall, K. M. Patel. 


ROYAL COLLEGE OF SURGEONS IN IRELAND 


On December 2 the Fellowship in Surgery of the College was 
conferred by the President, Mr. T, G. Wilson, on Peter Chee Nam 
ong. 
ACADEMY OF MEDICINE 


The Academy of Physicians and Surgeons, Singapore, has changed 
its name to Academy of Medicine. The following officers have 
been elected for 1960-1: Master, Mr. D. W. C. Gawne. Assistant 
Master, Dr. Gwee Ah Leng. Scribe, Dr. Ho Yuen. Bursar, Dr. 
N. C. Sen Gupta. 





Vital Statistics 








Less Poliomyelitis 


Notifications of acute poliomyelitis in England and Wales 
during the quarter ended September 30 dropped from 447 
in 1959 to 138 in 1960. This is the lowest figure for a 
September quarter since 1944. In the September quarter 
of 1958 the number of notifications of acute poliomyelitis 
was 789.—The Registrar-General’s Quarterly Return for 
England and Wales, No. 447, 3rd Quarter, 1960. 


Industrial Accidents and Diseases 


The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in November was 89, 
compared with 70 in the previous month and 79 in 
November, 1959. 

The number of cases of industrial disease in the United 
Kingdom reported during November were as follows: lead 
poisoning 4, mercurial poisoning 1, aniline poisoning 4, 
compressed-air illness 1, anthrax 1, epitheliomatous 
ulceration 32, chrome ulceration 41, total 84. There was 
one death from compressed-air illness and one from 
epitheliomatous ulceration. 


Road Accidents at Christmas 


The number of deaths from road accidents over the five 
days of the Christmas holiday period was 127, made up as 
follows: December 23, 40; December 24, 27; Christmas 
Day, 20; Boxing Day, 22; December 27, 18. The total of 
127 compares with 215 road deaths during the same five 
days in 1959. 

In the London area the last working day before Christmas 
was once again the day on which emergency calls to the 
London ambulance service reached their peak. On Friday, 
December 23, 565 calls were received, compared with 550 
on Thursday, December 24, 1959, and 475 on Wednesday, 
December 24, 1958. Between 2 p.m. and midnight 394 
emergency calls were received, an average of one call every 
14 minutes. 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1951-9 are shown thus ------ , the figures for 
1960 thus Except for the curves showing notifi- 
cations in 1960, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Infectious Diseases 
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two weeks for which figures are available. 


Measles 
Lancashire ate 
Bolton C.B. 
Liverpool C.B. 
Manchester C.B. 
Yorkshire West Riding 
Bradford C.B. 
Leeds C.B. 
Dysentery 
Essex 
Lancashire a 
Liverpool C.B. 
London 
Southwark 
Middlesex th 
Edmonton M.B. ... 
Yorkshire North Riding 
Middlesbrough C.B. 
Yorkshire West Riding 
Bradford C.B. 
Leeds C.B. 
Glamorganshire 
Swansea C.B. 
Glasgow 


Week Ending 
Dec. 10 Dec. 17 
1,790 1,802 
80 133 
250 234 
142 159 
637 658 
169 166 
118 129 
21 35 
76 54 
13 12 
39 36 
6 10 
39 23 
21 16 
19 20 
17 20 
93 717 
29 14 
23 27 
12 30 
10 17 
101 113 


Summer Weather in 1960 


During the months of July, August, and September the 
rainfall in England and Wales was 149% of the average 
figure (164% in South-eastern and South-western England 
and in South Wales), the sunshine was 91% of the average, 
and the temperature was 1.4° F. below the average daily 
Quarterly Return 


mean.—The Registrar-General’s 


England and Wales, No. 447, 3rd Quarter, 1960. 


for 


INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending December 17 


(No. 50) and corresponding week 195 


a 


Figures of cases are for the countries shown and London administrative 


county. 


Figures of deaths and births are for the whole of England and 


Wales (London included), London administrative county, the 17 principal 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 


principal towns in Eire. 


A blank space denotes disease not notifiable or no return available. 
The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 





















































































































































1960 1959 
CASES “sigi/sif/.]/S3lelel2l. 
e2 | 61/8 csherus io | 8 | oy 
woe l|/aj;al|Ziaolwas ja “a |'%Z) a 
a eee Se Bad" Gea ca 
Diphtheria Re 2} of of of 1 1  O -S ce. S$ 
Dysentery 530| 36] 165| 9| 9| 909] 125] 126] 14) 5 
capa pi ogilinieinnicadaia eo ae Setes Ga! Ae Teed Rese Tete! Oe se 
Encephalitis, acute 6| 0} | | 3 1 1 
Enteric fever: 
Typhoid O! o| 0 0 2} 0 oy - 
Paratyphoid .. 0 0 0 3 1 0 7 
Food-poisoning .. | 164) 22) 8| 1 377| 17) 71 3 
Infective enteritis or } 
diarrhoea under | 
2 years... ei 15} 22 = 627 
Measles* | 8,383) 621| 282) 100) 108] 1,083} 23} 4] 20] 104 
Meningococcal in- 
fection 18 0 4 1 2 20 I 4 1 
pS cee ee fees) Bias DP cee ey. Cee She Ke a ee 
Ophthalmia neona- | 
torum 5<-aN 13 0 z= 0 28 1 0 0 1 
Pneumoniat 292) 20, 205} 4) 4] 325] 23/138] 1! 3 
Poliomyelitis, acute ey | 
Paraly: ic a 4 4| 0 0 4 1 0 0} 
Non-paralytic . 0} oF O 0 0 0 0 0} 
Puerperal fever§ . | 147} 29) I! 0 174! 23 3 0; 1 
Scarlet fever ..| 491, 27| 60| 28] 17) 1,333] 48| 75] 21] 28 
Tuberculosis: | | | | 
Respiratory - 339; 40) 53 6 400, 40 = 20, 
Non-respiratory 77 6| 3 1 43) 1 2 1| 
PLA. ise, PR cial MEE Sds Fava aes Be! Ee | See Rate! Bd 
Whooping-cough | 1,004 82| 83} 7| 70| S61| 40| 192| 11| 53 
1960 1959 
DEATHS ot ne ere Se Sl | | 
esi siosi= {eles |slsinie 
we iyala | Z\/m@}ar |ajalzia 
Diphtheria o| of of o| o oj of of ct 
2 | = | -}. = bx = 
kanes ges Os Pal —|- ie 
Dysentery as y 0 0) 3} | 0 
Encephal tis, acute | | Ol, ag a | 0 
Enteric fever 0} of oO 9 Oo} oO; O| Oo 
- -——- ---— ——_ |, ——- | — -_ | —- — - ' ———-} —-- —-- |-——_- - | | - —-| ——— 
Infective enteritis or 
diarrhoea under | 
2 years . — 10 1 2 0} 1 8 0 2 0 0 
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Respiratory Fs 2 g 4 4 3 7 2 2 
Non-respiratory \} 871 1] 0] Oo} 0 } “Ee 3 o| 0 
Whooping-cough | 1| 1 of 0} 0 Oo Of 6h lO 
Deaths 0-1 year .. | 373] 36| 18| 13) 14] 325] 31] 33] 10) 21 
Deaths (excluding | | 
stillbirths) |11,997| 925) oss| 209) 171 | 10,584 840) 664) 143) 208 
LIVE BIRTHS 13,741}1118| 936) 257) 265 |12,729|1107| 862) 234; 290 
STILLBIRTHS 287; 20) 19 301} 27) 23 



































* Measles not notifiable in Scotland. whence returns are approximate. 


t Include primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Nuffield Foundation Annual Report 

During the year ended March 31, 1960, says the Nuffield 
Foundation in its Fifteenth Report, the disposable income 
from all sources was £1,850,000, an increase of some 
£475,000 over the previous year. There was a tendency 
to make larger grants than in the past. Major medical 
grants included £250,000 to the University College of 
Rhodesia and Nyasaland’s new medical school, £100,000 
to the Zoological Society of London, Nuffield Institute of 
Comparative Medicine, and £60,000—later increased to 
£100,000—to the Royal National Throat, Nose and Ear 
Hospital, Nuffield Hearing and Speech Centre. Support 
for medical work in the Commonwealth was given to the 
Bulawayo Medical Research Centre for research on the 
surgical treatment of valvular heart disease, to the University 
College of East Africa’s faculty of medicine for training 
African psychiatrists, to Sydney University’s department of 
surgery to endow a chair in anaesthetics, to Melbourne 
University’s department of medicine for research on genetic 
and environmental effects on blood pressure, to the Medical 
Department, Cyprus, for a Cyprus nurses’ training school, 
and to Otago University’s medical school, department of 
medicine, for research into coronary disease, 


Plans for Leeds Hospital Services 

A detailed review of the hospital services in Leeds has 
now been completed by a working party appointed by a 
Standing Joint Advisory Committee of the University of 
Leeds, the Board of Governors of the United Leeds 
Hospitals, and the Leeds Regional Hospital Board. The 
working party believes that “much of the work of the 
hospital service is undertaken in buildings which fall short 
of modern standards,” and recommends a hospital develop- 
ment plan for a population of 650,000 people, which may 


cost in the region of £20m. This plan includes the 


rebuilding of the General Infirmary to form a new 
teaching hospital of 800 beds, the provision of a new 
regional hospital near the Chapel Allerton Hospital, and 
the reconstruction of St. James’s Hospital as a wholly acute 
hospital of 800 to 1,100 beds. 


Wanted in the Congo 

The World Health Organization is urgently seeking to 
recruit additional staff, all of whom must speak fluent 
French, for the health services in the ex-Belgian Congo. 
Over a hundred vacancies exist for physicians, surgeons, 
anaesthetists, microbiologists, public health officers, pharma- 
cists, radiographers, and various field and laboratory 
technicians at salaries ranging from $3,600 to $7,300. The 
candidates are being recruited by the W.H.O. on the 
assumption that they may after a suitable period be offered 
long-term contracts by the Congolese Government. Details 
may be obtained from the Regional Director, World Health 
Organization, 8 Scherfigvej, Copenhagen, Denmark. 


National Coal Board Report 

In its Annual Report 1959 the National Coal Board 
Medical Service says that the greater part of its medical 
research programme was concerned with pneumoconiosis 
field research, which began to provide valuable data on 
common chest symptoms, not necessarily associated with 
pneumoconiosis, and their effects. Research on beat disease 
was concluded for the time being, and.research on affections 
of the knee-joint began. Morbidity statistics confirmed that 
miners have, on average, appreciably more spells of absence 
due to sickness than other workers. The excess was more 
marked for short absences and was slight for long ones. 


Food Additives and Contaminants Subcommittee 

The Food Standards Committee has appointed a Food 
Additives and Contaminants Subcommittee to replace the 
Preservatives Subcommittee, which has now completed the 
work for which it was set up in 1951. The terms of reference 


of the new subcommittee are: “To consider problems 
referred to the Subcommittee by the Food Standards Com- 
mittee in relation to all substances added to food, whether 
deliberately or not,” and among its members are: Sir 
CHARLES Dopps, F.R.S. (chairman), Dr. J. M. JOHNSON, 
Professor A. Kekwick, Dr. H. E. Macee, and Professor 
B. S. PLATT. 


Geriatric Film 

“ New Beginnings,” a film about geriatric rehabilitation 
which features an obese 73-year-old patient with a right 
hemiplegia and an arthrodesed knee, has been made at the 
Lennard Hospital and Farnborough Hospital, Kent, by the 
Geriatric Unit of Bromley Group Hospital Management 
Committee. It was directed by Dr. MonNicA C. STEWART. 
Copies of the film (16 mm., 40 min. sound optical track, 
black-and-white) can be obtained at cost price, or on loan 
free of charge, from the Group Secretary, Bromley Group 
Hospital Management Committee, Farnborough Hospital, 
Farnborough, Kent. 


Mental Health (Scotland) Act, 1960 

From January 1 this year voluntary patients entering 
mental hospitals in Scotland may be admitted without 
formality. This is the first step towards fully implementing 
the Mental Health (Scotland) Act, 1960. 


Scottish Hospital Endowments Research Trust 

The trustees of the Scottish Hospital Endowments Trust 
made research grants of £92,337 during the year 1958 to 
1959, and details of the grant-holders and the research 
supported are given in the trust’s Annual Report (Edinburgh, 
H.M.S.O., price 1s. 3d. net). 


Bolton District General Hospital 

Trade unionists have built three mother-and-child wards 
at Bolton District General Hospital in their spare time and 
without pay in appreciation of the hospital’s work. The 
three small rooms, bathroom, and lavatory were opened 
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[The Cuudin 
Mother-and-child ward. 


on December 11 and will be used when very young patients 
need to have their mothers with them in hospital. Thirty- 
nine men worked for 24 week-ends to finish the unit. 
Similar generosity on the part of local trade unionists pro- 
vided the hospital with an extension to the admission block 
—a large reception room with an office and waiting space 
through which pass 12,000 patients admitted during the 
course of a year. 


Gottlieb Muzikant 

GOTTLIEB MUZIKANT, who was commandant of the 
medical barracks of Melk concentration camp, has been 
sentenced to hard labour for life by the criminal court at 
Fulda for murdering prisoners under his care at Melk during 
the second world war. (The Times, December 24.) 


Horder Memorial Trust 

The Horder Memorial Trust has appointed Dr. E. M. 
DarMADY, who was a former house-physician of the late 
Lord Horper and is senior pathologist to the Portsmouth 
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and Isle of Wight area, to be its first Travelling Fellow. 
He will probably visit Australia and New Zealand in the 
autumn. The Trust was set up in 1956 (see the Journal 
of that year, January 7, p. 36, and March 17, p. 622), and 
the endowment of a Travelling Fellowship was announced 
in 1960 (Journal, February 27, p. 662). 


D.G.A.MLS, 

Major-General H. E. Knott will succeed Lieutenant- 
General Sir ALEXANDER Hoop as Director-General, Army 
Medical Services, in April. 


Association of Anaesthetists of Great Britain and 
Ireland : Research Prizes 

The Association of Anaesthetists of Great Britain and 
Ireland is offering the following prizes : 200 guineas for an 
essay on the subject of general anaesthesia for dental 
surgery (closing date March 1), and £100, £50, and £25 for 
papers based on research—anaesthesia or related subjects 
(closing date, March 31). Details may be obtained from the 
Secretary, Association of Anaesthetists of Great Britain and 
Ireland, 47 Lincoln’s Inn Fields, London W.C.2. 


Anglo-French Exchange Bursaries 

Short-term grants for work in France are offered again 
this year to British doctors and medical research workers 
by the Institut National d’Hygiéne, Paris. Details and 
application forms can be obtained from the Director, Ciba 
Foundation, 41 Portland Place, London W.1. The closing 
date is January 31. 


Nestlé and Guigoz Fellowships 

The International Children’s Centre invites applications 
for the Nestlé Fellowship and the Guigoz Fellowship, both 
for work in the field of nutrition. Candidates must have an 
adequate command of the French language. Details may be 
obtained from the Centre, Chateau de Longchamp, Bois 
de Boulogne, Paris 16, France. 


Change of Address 

After January 4 the address of the Association of 
Psychiatric Social Workers will be 71 Albany. Street, 
Regent’s Park, London N.W.1 (Tel. EUSton 1518). 
“Family Doctor” 

The January issue of Family Doctor is now available, 
price Is. 6d. It includes articles on smoking and bronchitis 
by Dr. N. MACDONALD, the meaning of I.Q. by Dr. J. Lorber, 
life in retirement by Dr. G. Scorr, and the age before the 
change of life by Mr. E. PHivipp. 


People in the News 
Sir CHARLES Dopps, F.R.S., has been made a life member 
of the New York Academy of Sciences. 


COMING EVENTS 


Liverpool University Faculty of Medicine.—January 
13: Dr. TH. EHRENPREIS (director of paediatric surgery, 
Karolinska Institute, Stockholm), “ Ulcerative Colitis in 
Childhood”; January 23: Professor D. E. PATERSON 
(Vellore Medical College, Madras), “The Radiological 
Manifestations and Sociological Aspects of Leprosy.” Both 
lectures at 5.15 p.m. in Large Lecture Theatre, New Medical 
School. 


Goulstonian Lectures.—Dr. D. A. Ponp, “ Psychiatric 
Aspects of Epileptic Brain-damaged Children,” January 17 
and 19. Details on advertisement p. 69. 


British Medical Association Lecture-Discussion.— 
“The Diagnosis and Treatment of Osteoarthritis,” opened 
by Professor J. H. KELLGREN, January 19, 5.30 p.m., B.M.A. 
House, Tavistock Square, London W.C.1. Chairman: 
Dr. W. S. C. CopEMAN. Open to all medical practitioners 
and students. Tea from 5 p.m. 


Second International Symposium on Fieming’s Lysozyme. 
—Milan, April 7-9, 1961. Details from Professor RODOLFo 
Ferrari, Museo della Scienza e della Tecnica, Milan, Italy. 


Institute of Obstetrics and Gynaecology, London 
University.—Discussion meetings for general practitioners 


interested in obstetrics and gynaecology will be held in 
1961 at the Institute, Queen Charlotte’s Hospital, Cold- 
harbour Road, London W.6. Doctors from other areas 
will be welcome in addition to those from Hammersmith 
and Chiswick. First meeting, “Prolonged Pregnancy,” 
February 24, 8.30 p.m. Details of future meetings will be 
given under “Societies and Lectures.” 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked ©. 
Application should be made first to the institution concerned. 


Monday, January 9 


INSTITUTE OF NEUROLOGY.—5.30 p.m., Dr. Hugh Garland: Neurological 
Syndromes in the Arm. 


Tuesday, January 10 


LisTERIAN SocieTy.—At Lecture Theatre, King’s College Hospital Medical 
School, 8.30 p.m., Mr. Stanley Rees, Q.C.: The Doctor as a Witness. 
ROYAL ARMY MEDICAL COLLEGE.—5 p.m., lecture by Dr. Kenneth Robson. 
ROYAL COLLEGE OF PHYSICIANS OF LONDON.—5 p.m., Watson Smith Lecture 
by Dr. Louis Forman: Reaction of the Skin to Certain Metals. 

Wednesday, January 11 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. H. Haber: Lymphocytic 
Infiltrations of the Skin. 

INSTITUTE OF DISEASES OF THE CHEST.—5S p.m., Mr. W. P. Cleland: 
Management ot Fallot’s Tetralogy. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Dr. D. G. Penington: 
Erythropoietin. 


Thursday, January 12 


ALFRED ADLER MEDICAL Society.—At Medical Society of London, 11 
Chandos Street, London W., 8 p.m., Dr. R. E. Perth: Philosophy and 
Psychotherapy. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. R. H. Meara: Fungous Infec- 
tions—Clinical Aspects. 

LIVERPOOL MEDICAL INSTITUTION.—Dr. A. Thelwall Jones: Emphysema and 
Chroni. Bronchitis. 

MEDICAL ASSOCIATION FOR THE PREVENTION OF War.—At Friends’ House, 
Euston Road, N.W., 8 p.m., Professor Alexander Haddow, F.R.S.: 
Medicine and Disarmament. 

ROYAL COLLEGE OF PHYSICIANS OF LONDON.—S5 p.m., Marc Daniels Lecture 
by Dr. Clifford Hoyle: Prognosis of Pulmonary Sarcoidosis. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—S5S p.m., Hunterian Lecture by 
— F. G. Ellis: Aetiology and Treatment of Achalasia of the 

a. 

St. Georce’s Hosprrat Mepicat ScHoo..—S p.m., Dr. Denis Williams: 

postgraduate demonstration in neurology. 


Friday, January 13 

@INstiTuTe OF DeRMATOLOGY.—5.30 p.m., Dr. R. H. Meara: Clinical 
demonstration. 

INSTITUTE OF DISEASES OF THE CHEST.—5S p.m., Dr. K. Citron: clinical 
demonstration. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., Mr. Maxwell Ellis: 
Nasal Physioiogy and Pathology. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—{1) 10 a.m., Dr. Mary 
McGeown: Some Aetiological Factors in Calculous Disease. (2) 4 p.m., 
R. E. Bonham-Carter: Results of Cardiac Surgery Under One Year of 


Saturday, January 14 


CamMBrinGe UNIVERSITY Mepicat Scuoot.—At Lecture Room “ B,” 
Addenbrooke’s Hospital, Cambridge, postgraduate course for general 
practitioners. Symposium on Surgery in Old Age. Morning Session: 
Peripheral Gangrene in the Old. 10.30 a.m., Dr. W. Davison: Causes, 
Prevention, Limitation ; 11.20 a.m., Mr. B. B. Milstein: Surgical Treat- 
ment; 12.10 r.m., LieutenanyColonel E. A. Smyth: Provision of 
Appliances. Afternoon Session: 2.30 p.m., Mr. J. F. R. Withycombe: 
Retention of Urine in the Old ; 3.10 p.m., Mr. P. H. R. Ghey: Disorders 
of the Colon and Rectum in the Aged. 


APPOINTMENTS 


BIRMINGHAM REGIONAL Hospitat Boarp.—D. W. Eyre-Walker, M.B., 
Ch.B., F.F.A. R.C.S., D.A., Part-time Consultant Anaesthetist to Stafford 
Group of Hospitals. 

East ANGLIAN REGIONAL HospitaL Boarp.—A. G. Hocken, M.B., B.S., 
Medical Registrar, Norfoik and Norwich Hospital (corrected foes 

Lonpon Hospitat, Whitechapel, E.—Christopher J. Earl, - 
Cems a to Neurological Department; E. Conia McDonald, 

M.D., M.R.C.P., Consultant Physician to Cardiac Department. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Barker.—On December 15, 1960, at 60 Furzedown Road, Belmont, Surrey, 
to Jane (formerly Homfray), wife of Dr. John C. Barker, a sister for 
Nigel—Josephine Sarah. 

Probert.—On November 23, 1960, at the Cardiff Maternity Hospital, to 
Jane (formerly McInnes), wife of W. R. Probert, M.Chir., F.R.C.S., a 
brother for Timothy—Simon Christopher. 


DEATHS 


Eskell.—On December 9, 1960, at 10 Connaught Place, Weston-super-Mare, 
Som, Patrick Raoul Eskell, L.R.C.P.&S.Ed., L.R.F.P.S., L.D.S., formerly 
of 13 The Circus, Bath, Som. 

G —On D 5, 1960, at St. Ninians, Carshalton, Surrey, 
Angelo Gooding, M.R.C.S., L.R 





cP. 
Hayes.—On December 10, 1960, at his home, 15 Parkside, High Street, 
Potters Bar, Middx, William Edward Hayes, B.M., B.Ch., J.P. 
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We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Spacing of Triple Antigen Injections 
Q.—The interval between triple antigen injections is 
usually four weeks, but mothers often default and the 
injections become more widely spaced. What is the longest 
time interval allowed between injections for triple antigen, 
or does it not matter ? 


A.—The time interval does matter. It is important to 
ensure that too-long an interval is not left between doses, 
especially between the first two doses. This is particularly 
the case when the first dose is given before the baby is 3 
months old, since in some babies there may be interference 
with the action of the antigen by maternally transferred 
antibodies. An interval of two months between the first 
and second injections is considered satisfactory ; when the 
interval is longer than two months it is wise to start the 
course again. The interval between the second and third 
doses is less important, and it is thought that it could be 
extended to three or four months if the first two injections 
have béen given at the recommended times. 


Resistance to Brucella Infection 


Q.—A veterinary surgeon of six years’ standing has had 
recurrent fevers lasting up to 48 hours at two-weekly 
intervals for the past six weeks. His titre of agglutination 
against brucellosis is slightly raised and is 1/160. He has 
not manifested any marked symptoms apart from the usual 
ones associated with a pyrexia. Has he developed a degree 
of resistance to these bacteria? 


A.—The agglutination titre is not correlated with the 
degree of resistance to brucella infection,’ but the shortness 
of the pyrexial bouts suggests a fair degree of resistance. 
The information given suggests that in this case antibiotics 
should be used, if required, in moderate dosage and for 
only five days or so at a time, so as not to depress the 
patient’s resistance. 

REFERENCE 


1 Dalrymple-Champneys, W., Brucella Infection and Undulant Fever in 
Man, 1960. Oxford University Press. 


Urine Tests 


Q.—Have the recent time-saving methods of testing for 
albumin and sugar in urine, such as “ albustix,” “ clinistix,” 
and “‘clinitest,’ any disadvantages in sensitivity and 
comprehensiveness as compared with the older, slower 
methods such as boiling and Benedict's tests? What test 
is most suitable for the detection of glycosuria due to 
reducing substances other than glucose—for example, in 
cases of inborn errors of metabolism in infants ? 


A.—The tests mentioned are comparable in sensitivity 
with the older methods, provided directions are carefully 
followed.’*? False negatives are extremely uncommon, but 
weak false positives may occur and should be checked 
against standard tests. In the case of albustix they may be 
caused by heavy bacterial contamination or by the presence 
of excess mucoprotein. They tend to occur in women of 
child-bearing age,’ and thus may be a source of confusion 
in antenatal clinics. 

As regards comprehensiveness, none of the methods except 
clinitest can be regarded as quantitative, and test papers 
should not be used by diabetics. On the other hand, albustix 
does not react with drugs such as tolbutamide and radio- 
opaque substances, which give a positive reaction with 
standard tests,* while clinistix and “ testape,” based as they 


are on the enzyme glucose oxidase, will not detect other 
reducing agents. For this reason the latter are useful in 
antenatal and chest clinics,‘ but will not detect “ glycosuria ” 
due to an inborn error of metabolism. In these circum- 
stances clinitest or Benedict’s solution should be used, 
though final proof of the nature of the sugar will depend 
on paper chromatography. 
REFERENCES 

1 Hunt, J. A., Gray, C. H., and Thorogood, D. E., Brit. med. J., 1956, 2, 
2 oun. S., ibid., 1958, 1, 399. 


% Baron, D. N., and Newman, F., ibid., 1958, 1, 980. 
« Luntz, G., ibid., 1957, 1, 499. 


Prolonged Corticosteroid Therapy in Children 


Q.—What are the possible ill effects of prolonged, almost 
daily, use of cortisone derivatives for asthma in a boy aged 
10 years? The boy has been advised to increase his chest 
expansion from 4 in. (1.25 cm.) to 4 in. (10 cm.). He can 
manage It in. (3.75 cm.) or 2 in. (5 cm.) after a few days on 
cortisone. What is considered the usual expansion for his 
age? 

A.—Reduction of growth is probably the most important 
ill effect of prolonged daily use of steroids in children. The 
dose, however, is important. Van Metre and Pinkerton’ 
have shown that during therapy with prednisone or 
methylprednisolone growth retardation was evident when 
the average dosage for a six-month or longer period of 
observation was 5.0 mg. per square metre of body surface 
per day and that growth was normal when the average dose 
was less. The degree of growth retardation was roughly 
proportional to steroid dosage and appeared to be similar 
with either prednisone or methylprednisolone. Linear growth 
was accelerated after cessation of corticosteroid therapy. 

Obesity and moon face are not unusual complications, 
while other complications such as osteoporosis, a lowered 
resistance to infection, a tendency to peptic ulceration, and 
diabetes should be borne in mind, while the need for extra 
cortisone prior to any operation must be remembered. 

The usual chest expansion for a child of 10 years would 


be around 2 in. (5 cm.). 
REFERENCE 


1 Van Metre, T. E., iun., and Pinkerton, H. L., jun., J. Allergy, 1959, 3, 
103. , 


Posture and Electrocardiogram 


Q.—Is there any significance in a change in an electro- 
cardiogram due to change in posture ? 


A.—Changes in the electrocardiogram due to an alteration 
in posture are, of course, well known. For example, left 
axis deviation may occur in a normal subject on standing, 
or inversion of T3 may result from a crouching position. 
For this reason electrocardiograms are always taken in the 
reclining posture, and no studies have been made, to my 
knowledge, of changes in abnormal subjects with change of 
posture. 


Mendelson’s Syndrome 


Q.—What is Mendelson’s syndrome 
aspiration during obstetric anaesthesia? 


A.—In 1946 Mendelson’ drew attention to the serious 
risks attending general anaesthesia in obstetrics consequent 
upon the aspiration of stomach contents into the mother’s 
lungs. In 5 women the aspiration had been of solid material 
and 2 of these patients suffocated: the other 2 survived 
after showing the classical picture of massive pulmonary 
collapse, with dyspnoea, cyanosis, tachycardia, and 
mediastinal shift, followed by consolidation. When the 
aspirated material was liquid, a much more frequent 
occurrence, the picture resembled that of an acute asthmatic 
attack—cyanosis, tachycardia, dyspnoea and tachypnoea, but 
no massive atelectasis or mediastinal shift, as in the 
obstructive cases. In some women cardiac failure ensued, 
in which case pulmonary oedema might follow. In all, x-ray 
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€xamination showed soft irregular mottling in the affected 
areas of the lungs, Mendelson warned that the emptying 
time of the stomach was greatly prolonged in labour, and 
suggested that the acute reaction in non-obstructive cases 
was due to the irritant action of the inhaled gastric 
hydrochloric acid. 

This complication, and its importance as a cause of 
maternal mortality and morbidity, has been the subject of 
several papers since Mendelson’s contribution, notably by 
Parker?’ in this country and by Lock and Greiss* in the 
U.S.A., while a short critical summary of the condition and 
its prevention and cure appeared in 1957.° 

REFERENCES 


1 Mendelson, C. L., Amer. J. Obstet. Gynec., 1946, 52, 191. 
65. 


7 Parker, R. B., Brit. med. J., 1954, 2, 


s Ibid., 1956, 2, 16. 


—- F. R., and Greiss, F. C., jun., Amer. J. Obstet. Gynec., 


1955, 70, 


® Bender, S., British Encyclopaedia of Medical Practice : 


Medical Progress, 
1957. Butterworth, London. 


Testing for Antibiotic Sensitivity 


Q.—A patient is sensitive to tetracycline. Is there any 
safe way in which his sensitivity to other antibiotics not of 
the tetracycline group, such as erythromycin, novobiooin, 
streptomycin, and chloramphenicol, could be tested ? 


A.—There is no effective method of testing for sensitivity 
to the antibiotics mentioned because a patient sensitive to 
one drug may quickly become sensitive to other drugs. 
Various methods of investigation for specific types of drug 
sensitivity may be performed, but even these tests have 
limited use, since negative tests do not exclude sensitivity. 
Erythromycin has caused very little drug sensitivity, 


Blood Cyanocobalamin 


Q.—Can the estimation of blood cyanocobalamin be used 
as a routine method in the diagnosis of pernicious anaemia ? 
When subacute combined degeneration precedes the usual 
blood changes is this estimation diagnostic? How easy is 
the estimation and how quickly can one get a report ? 


A.—Low levels of blood cyanocobalamin are not diagnostic 
of pernicious anaemia or of subacute combined degenera- 
tion of the cord. Levels below 100 yg. are also found after 
total gastrectomy, in some malabsorption syndromes, dietary 
deficiency, and even in some non-anaemic pregnant women. 
However, when the clinical features suggest subacute com- 
bined degeneration of the cord, a low serum cyanocobalamin 
level may be strong supportive evidence of this neurological 
diagnosis. A normal serum cyanocobalamin level usually 
excludes the possibility of untreated subacute combined 
degeneration. 

The estimation of blood cyanocobalamin is usually per- 
formed by a sensitive microbiological assay using Euglena 
gracilis, L. leichmanii, or E. coli as test-organisms. It is not 
an easy technique and requires considerable experience. A 
laboratory using this method routinely usually assays 
batches of sera at weekly intervals, the assay itself taking 
about one week. Although a valuable investigation, serum 
cyanocobalamin assay cannot replace sternal marrow biopsy 
as a quick reliable method for the diagnosis of anaemias. 


Supraventricular Tachycardia 


Q.—Is psychiatric treatment of value in preventing long- 
standing attacks of supraventricular tachycardia which 
appear to be precipitated by gradually accumulated 
tension rather than sudden, unexpected stress? Quinidine 
prophylactically has proved disappointing. 


A.—To my knowledge, psychiatric therapy is not of 
value in preventing attacks of supraventricular tachycardia 
when these are due to ectopic foci in the conducting system 
of the heart. When the attacks are caused by emotional 
tension and anxiety and are due to a sinus tachycardia, then 
obviously the relief of anxiety would help them. Such 
relief might be obtained from a sympathetic talk with an 
understanding clinician, and psychiatric treatment might, 


therefore, not be necessary, although it is impossible to say 
without further knowledge of the situation. 

It is perhaps worth remembering that attacks of sinus 
tachycardia may be associated with an organic disorder such 
as thyrotoxicosis. Underlying organic disease must clearly 
be excluded. The nature of the attacks should, if possible, 
be elucidated with an E.C.G. tracing taken during an 
attack, and if anxiety and emotional tension are features 
then obviously reassurance and explanation would form an 
essential part of the treatment, whatever the underlying 
organic disease. Quinidine is not infrequently a disappoint- 
ing prophylactic in attacks of true paroxysmal tachycardia. 


NOTES AND COMMENTS 


Draining Subungual Haematoma.—Dr. J. P. W. HuGHEs 
(London, S.W.1) writes: May I add just a brief note to the 
excellent reply to this question (“‘ Any Questions ? ’» November 
26, p. 1616) 2? The “instrument ” most readily to hand is a wire 
paper-clip with one end bent to a right-angle and heated to 
redness. It can be held comfortably by the operator between 
finger and thumb. 

Our Expert replies: Instruments heated to a great heat have 
two main disadvantages. Firstly, methods of heating small objects 
are no longer present in many departments because the adoption 
of the “ clinitest ’’ methods of testing urine has meant the removal 
of spirit lamps and Bunsen burners. With central supply for 
dressings and instruments many are even reducing the other 
sources of heat also. Secondly, paper-clips, needles, and other 
instruments have to be held in the hand while they are being 
heated and while the patient is near by. This is a test for the 
nerves of both the nurse and the patient, and in inexperienced 
hands more than one attempt may have to be made. It is for 
these reasons that a cautery is probably most useful in a hospital. 
It heats in a moment, and may be turned on and off at will 
without any difficulty. 


Looking at the Sun.—Dr. James A. F. Frynn (Sydney, 
Australia) writes: In the Journal of September 17 (‘ Any 
Questions ? p. 878) the safe method of watching an eclipse was 
described. While thus observing an eclipse, I have found that 
(1) it is better to have the lower cardboard or surface white rather 
than black; this renders the image a brighter one, the shadow 
of the higher cardboard affording sufficient contrast; (2) a hole 
made with a pencil—i.e., about 0.3 in. (7.5 mm.) in diameter is 
superior to a pin-hole; by letting through more light it allows the 
image to be projected on a white surface about 10 ft. (3 m.) away, 
thus giving a larger image—about one inch (2.5 cm.) in diameter. 
Of course, the observer is facing away from the sun as he watches 
the projected image. 


Transporting Cripples Up Stairs——Dr. J. E. SwinsurNne-Jones 
(Blackpool) writes: As an alternative to the method your expert 
recommends for transporting cripples up stairs (‘* Any 
Questions ? ” November 19, p, 1538), may I suggest that a hand- 
rail be erected midway between the wall and the banister? This 
would provide ample leverage for raising the body from step to 
step, provided the shoulders and hands are reasonably free from 
pain. 


Correction.—Mr. B. N. Bailey has asked us to state that Dr. 
J. A. Chappel and Dr. N. V. Morgan were co-authors with him 
of the paper “‘ Hyperglycaemia in Burns ”’ published in the British 
Medical Journal of December 17, 1960 (p. 1783). 


Collected Articles from the “ British Medical Journal ” 
The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
include postage, are now the same for both inland and overseas. 
Refresher Course for General Practitioners, Volume 3 (26s. 9d.). 
Any Questions ?, Volumes 2 and 3 (8s. 3d. each). 
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